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IB*©Se*S^Wr5«®l3g5tt^#fc«^{C*Jt5, USK^LfcM 
20 jW»igtt^»)£L, jt«r*^±^«±-r*u^>K±±iB (i) S2 mom 

&n£fzlt*r<Dl&£(D$££&&mt:'£-&Zik'&V!)£fztZ J £(DlM.<DZ'7 'J 

(3 7) ±12 (1) I2«©aeKtfc«©^€:?gtt{±t^(b^tlS:±IH (7 
) IE«©a*teftff*««’r'S^±tc±oT8^K<6aft©«fflieil!lfc»a±fc 
25 saH{c»tt$-&fc«^±. ±12 (i) imom&nzfziz^o&zfe&itT 

Z> {kaWllo =k £ ±12 (7) ffi«©JBKlEftft:£8*T3£±f;:«fc 
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l, jttsrr* u # > k±± is 

(D7.^U— — 

5 (3 8) ±E (i) ffigosa* setter ry^^yyy, 

tfy^yy, #±tVTF, W^5>, tnh->, 7 

7MX -a-D^h'Y, *tf*TF, yj>, JVSZfUyyy. ■** 
ybyy, pacap, ir^U7>, Myh->, 7KW* 

ya U >, VThA^fX GHRH, CRF, ACTH. GRP, PTH, 
10 VIP (A'VT^r^y T>77,x-r±;u ^1)^77 H) , 7Th777 
>, M5>, WJ>, 75 U>, ^7y+->, CGRP (#;Uvhx 
>y->'JU-f^7Kyf K) , o^f 3 h 'JX>, /^>7 i/7X77>, 
yox^^7>y>, 7 tV'>>, 7Hl/t l JX 

/3-77#7> (chemokine) (MfLM. IL-8, GROa, GROjS, GR 
15 Or, NAP-2, ENA-78, P F 4 , IP10, GCP-2, MCP- 
1, HC 1 4 , MCP-3, 1-309, MIP-la, MIP-H. RA 
NTES&£) , X>F±U>, X>7n#7 h U >, tX75>, Xzl-p 
TRH, /1>71y77^ y KSfctt^7->T»5 

±12 (3 6) (3 7) f2«07 7'J -x>7#&, 

20 ( 3 9) ±12 (3 1) ~ (3 8) 12^07 7 U-X>7£&T7#£ft 5 £, <J 

;# > F <h±f2 (1) 

( 40 ) ±sb (3D ~ (3 8) mmox? s, u 

25 £fzte : £<D&&$W?ZZt&!&Wl£?ZmM, 

(4 1) ±12 (1) mm<Dmf!3S&‘a%?ZMJ&£ttTZ>Z££ftM£-tZ 
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±12 (16) + y K 

( 42 ) ±12 (i) 

mt?Z>±. 12 (16) S2«0X?U-->^B*y K 

( 43 ) ±S2 (7) 

5 (16) f2 iox^ 

U — ~ F, 

(4 4) ±12 (4 1) ~ (4 3) i?M07.2 'J — ~>'/M : ¥'y F£ffl©Tl#£ 
tl?3. 'Jtf>F£±e2 (1) f2*c©SaSf£fc«^©:&£©iig£tt£^±^ 

10 (4 5) ±22 (4 1) ~ (4 3) |2^©X£ U + y F £ffil>Tt#b 

*loo. 'J #> F <h±f2 (1) 

5g«, 

(4 6) ±s2 o) umofcfcts ±12 (i) mm<DW&nbL<te±m (2 
) 82$©$fr^7±F££te±©&££&M3i±£C:££#$fc<!:T5±f2 (1 
15 ) ©3i£mt>L<te±f2 (2) 

(4 7) ±12 (9) 12 W.<D&ifot, &&?&fe±OTM±£tlfc±f2 (1) I2« 
©SSS&L<te±f2 (2) 12 

(d i2«®naMfcL<«±§2 
( 2 ) 12 *c©g&5M7± F 2: Tz © &©ifl£ £$J)Tr 3 £ i: £#$(<*: T3 $ 

20 #^*©±82 (1) l2«K©^e»t)L<«±l2 (2) 

(4 8) fe^±S#:±CT^kbfc±l2 (9) 82l£©ft#:&±^itfl2£ft 
£±82 (9) !2«©iri#:±^Pl^^^V>«»«Hc;S^^±fc©t», 
w±L<Dwm\<Dm&*mtt%^t*w®t^&w&m'¥<D}it?, m §2«© 
25 ®0KfeL<(i±f2 (2) 

#rr5„ 
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® i \z$kmm i -T?*#e>nfc*5B9i©k 

SLT^n-mDNAOlSm 
5 (B 2 c«o . 

m 2 \zmmm i hmm&MttMGW&m&'&mi'-t? 

7-g6»h S LT^n-HfSDNA^SE^J, 

z>7 ^ mi<DWt%) . 

g|3iiil ~0 2 fC^Lfc7 5 h*§ 

10 ^S^iT^GMeM^Mlx-k^^-^aKhSLT^TK^^n^ b^7 

o 

f^£iOrr3£&0^&07&fi 

is -?z>m&tfhz>) &> se^ij#^: lTSb^n^Tsy^ga^j 
2 * 07 ^ y m^ij) tR-fe b< tejmwfciwi— 07a j 
l'-t7°?-m&MT$>5o 
$^§^0 M&MIZ* t 

K 7'^. 777. 7***. 77. t'7v. 7'>, -tM/fct*) 0&b*$£*ffl 
20 J& MBS, M*. ^'J7il, KR0ttl& #tt«li& 77> 

^7 a*. 7>y>A>7«, &&&U& ±&m. mm^wi 

m, mmmm, mas, im. %Mm& m > 77077 - 7 . t m. 

) . umt, im, ttsm. #*. #gm. 

25 Mfit)l<liP 0 1 Illg, lf;tt:nf.lfi0lil®, 
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a.h, m. mo&m m. mn. fmm. mm. 

*«s&k, mm, /hik. &mm. asuat mwm. &%l. utt 
mm. hk) > mm. rmw. i> mm. mm. iffk, hi, 
mo -5, #«, 9JK. &m. mm. jk mw m. ±m. /md , jfot\ & 

5 m. im mr mrm. mm&. mm. mfi. *tm> mm. j& 
m. -?s. m. mm. #»»&£ o&£. \z&*?* 9 >n 

^KT&-oT*><k<. 

sb^j#^- : $ ;ikmntnmmzm-(D7 5 . ymRwtb 

nt. mA.\t, m^mn: lT&titnzT^/Mmpitms o%&.±, art. 

i 

10 L<tt^7 0%a±, d:Dlf£U^8 0%£U, $ ZlZfi?£L< it&9 0 
%&.±. mhfi-&L<it®9 
if ‘otl'bo 

.- iTmt>2n$75.;MRmt^n&)tzm-<D7^/\ 
mM*tt'tZ9>MRtLTit. MA.it, MM #^ : 
is /mmmtmmmzm-oT^ymkn^L. iT%t>znz>7 

r 

HHWKFIHoSitihUTtt, wL* Dff^Kilg^iStt, 

iiK^tciliKchfi, -?-n&©stt*«ttKwtini!n? 

Ltztf-oT, 


20 (0!U *90. 0 1~1 

D$?£L<te*90. 5~2fo) 
^$yn5%<Dft^mjs.Z<r)mMW 
Vtf> t*m&iS1t*'>?i-JH1ffl 
%&lzmCTffft5 ZttfTg&ffl, 
25 Z2'J-->?%&lZ&?Tti!i%T4 

£fz. *%W(DU±7?-W& 


)0^. 5 ~ 2 0 f§> ck 

SliS&o Wtt><kV>. 
£3£ftu8fc£®i£ft<z>«i£«, g#^*no 
#»J A HiET S U tf > K 

b L/Tfi, ®@2^IJ#^: lTSfr£tt57 
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5 l ($?&!✓< te. i~30f@gg> 

<ai~10@il, (1~5® ) 075/&^& 

IsfzT^ yMMFL (DS2^J#^ : 1 Tpfr£*l375 7KE81K: 1 £fctt2 


jy.± 1~3 0IS1 fc9$f£b<til~l OfflSSE, £b(d 

(l~5ffl) ) 075 ;®j&*fl1n]l/fc7 5 y&M&L (Dffi^J# 
lT?Sfc£n37 5/&K»0|l £&tt2ffl£U: 1~3 

0®gjg, «fc0»£L<ttl~l 0flip«, ££K£fi:b<teM (l~5fl 
) ) 07 5 y^flll07 5 /®n:S&jbti;fc7 5 J&WM. £ 

m*£tttz7$;mmmzis%tm&ntzabm^znz>' 


d&tt & Hi ~?9 -M&n 
NMm (75y» > **3&*C* 

: 1 T£ft£tl£75 / 
^^Bj]rout^-I0in c^jb 

+ h (- COO") "d 


t&6. se^j#^ 
[$**#* (-cooh) * 

&5**, C^7$H (-CONH 2 


) &tz\$Z-77)V (-COOR) t^bTfeJ:^ 


Z. 5T'XX7Jb^-fci , 't , 5>R Eb'Cli 
;U, < V 7°a fcfJbfcK fin -77)V: 
'*.>7)1. >9U'\7>M&E<DC z -te 
a-7V7))/UE(DC 6 _ 12 7U-;H 
7xx;b-C 1 _ 2 7JMr;i'£t>L<» 
-C 1 . 2 7J^Mftt’©C 7 . 14 77 


. ^■TJk x^JU, n — ^otf 

nE<D Cj.,7;^^ 08*fcS. '>^a 
v'£n7;i'3nH'S» 0^^ 7iXK 
, #Jxfc£, ^>'7;k 7iW&t‘© 


a 




*fB9! © n: - se Jt# c * 


tlT t» 3 0 U"fe 7”^— S 

LT&, 09Afcf±iELfcC5|tfS©x;* 


|^'>;bS^7 5 Fft^fcttxxf-JWfc^ 
ancons. :®i^0ixf^i 

fMM^bn?). 
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(fllTitf, *)I/5;NS, 7ir7;u^<H(D 
c 2 _ 6 7;i/^y-r;i/S/ct<H0C 1 _ 6 7'>;u*/cj:<i;) -e&ii£*iT^3fc<D, nss 

x*wm £ n±f& l rz ^f)V9 5 t? □ ^ ^ 5 >m<t l tc b © . 

5 5H^©75 7&©MJi©M&S (#J;U£, -OH, -SH, 75/S, < 

5^'/-;i/S, vt-vjwzZ) 

ns)v^)im. 7i z^jvu e<d c 2 _ 6 tm / < ;i/S& i*©c,. 6 7 '>^s& £) 

T&®£*IW5&©, 

mszy/'sznfcEb^iztiZo 

10 *%W<DU*7*-S&n<DM»MtLTit. MA-ii. E?IJ#-^ : 1 rmti 
^7$;iimmth^ (.kOffSKtit h«jn*3fe) 01/ 
■ky?SBnfcEfim^t>tiz o 
^wou-fe^-geRoais^^H (kt, 

«£#*£) <hLT«, *56WOU-fe^-®eKoa5^^KT*n«^ 

15 n©t>©T*t>T&«fcV>#, #lxJ£, 

ttjfiKo^tarffiLT^sasffi-eftoT, u-t:7*-ie£i£tt£Wfst>©fc 

0R©^^77 H t LTte, m 3 ^Stl5»*tt^D y 
20 mnmm (&*tt (Hydrophilic) ®(4) $n&3R#££tf^:7^ 

Htibs, ifoKtt (Hydrophobic) 

. ffl*©K*>r $j& 

© k*< 's&mmztts&M*?? KtfcfiK 
*fPJ©gB5M77 K©7 5 / K©»tt, IllBLfc*S89J©U-fe:/*--sa 
25 ff©$]&7 5/ $82^5 •$'>&< tfe2 OfflEU, «5 OfflEU. 

J:D$fSL<ttl0 0fflEU©75/KE*J£WT5^:/^Kfc£a*#S:L^ 
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o 

fS#ttfcP3--075/»E#l£fi, Zti<b7 5 0%oPA-t, ft 
OXELt. 0%O±> 

oasEU, 5%vA±<Dmm&*%?z>7$;Mmmz*T 

5 . 

zzx\ tu, mmtmMmz™?* r mmm\zm 

£fc, *56W0®#^:/7K«, ±i275/&SH?iJ*0 1 Sfctt 2 flSU: ( 
ft£L<te, 1-10 fiigS, ( 1 ~ 5 ®) ) 075/ 

10 MtfX&L. Sfctt, ^07 5/&K^tCli;/cte2ffi£Lt 1 

~2 0fiflSS, ±D$?£L<&1~1 OfiigS, $SK:jff^L<ttSS[ffl (1~ 
5®) ) ©7 5/BfctfttiDU -t©75/#E5«J«t*©l*fett2fl£t 

± (ft£L<te> 1-lOigI, JiDfril/Ctt&ffl, £5(Zft3:L<ttl 

~ 5 ees) © 75 /mo 75 / ireii^tiT^Tt) j;^. 

15 £fc, (-cooh) 

(-coo-) ~c $>%>&. mULtz*f&m?>nvm. 

( DZt < , C^^75H (-CONH 2 ) SfcteXXxJl/ (-COOR) T* 
^TU^. X*7;i'©R£UTfi±3a±l^tt©fc0&£jWflV>£*'l5. 
££{;:> *fgBJ0$#^77FK:te, saffibfc*»e©M:^-5e»± 
20 l^«K. N5jc^0/^^-X>^S075/S^^ST'««^nT^-5 : fo0, 

NS»^rtT'^»r$n^b/iGln^tfpy;l/^5>MLfc ! fo0> 
© 75 /i ©fly «± ©*esd«a a &««*■?«» $ tit v* * % 0 , * 3 ^ a 

£fc, (-COOH) 

25 iittt^J^yl/-h(-COO-) ffiaaLfc*feW©*>/^H 

©r±<. C5fc8Wt75F (-CONH 2 ) ifcfiXXfil' (-COOR) 
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H#in«*W^Uri. ^©MiLTtl (fclAtf, £&, 'J 

5 >at HftTkasat mm) tom.. $>z>wz^mm m?l\z. mm. *m. x 

□ t ft>m. 77 ^ 7W>i. 3 aj? 8, seat £x>gg, u>m 

> $s&> mm, 
e>ns= 

io gaR©3ii®^fefc«koT»ifiT-5c: t 

fc-C#£U Ft^DNAtfie 

M2tifc]&smMft&%mTzz£izj:-3i: ; bmmr-z>z£tfT*2%o 

>A o ^*^figffiSfc«^n{c2pi:T»3t-r-5 ^ fc7?^-5. 

15 &&£xwii£fT&K mm&m&mm? 

OTh^77^-, 'fX>3SM^n7 UiKDZU'W'fy? 4 — 

z t\z£ z 

*5891© U < F £fcfcfr*-©4tt£fcfi-?- 

20 S. *©<fc5&ttJH^l7T«. M 7L&. 7DQ/f* th'D^y^^ 
itii, ^>xt fu;f75>mi§, 75//7;MstJii> 4-^>v;i/^'>^ 
>^7;m-;M»|g, fu;!/75>M, pamm, 4- 

t b7$ Fy^MtUa, ^'J7£ U;F75 

Fffi, 4- (2’,4'-y7h+y7i-Jl/-tHo+y^fJW 7x/*'>$ 
25 HI, 4- (2’, 4’-f// F^'>7xX;F-Fmoc75/X^;F) 7x7*'>ttMBfc 

£©«fc5fc#IB£fflt^ a-75y££ffl9£Wfl6£ 
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m&w vtaTt l , $ <=> cKs&jRaift+TSHPrt ->'x 
)Vy^ KHg'&ai&RJ&££JfiU gl$©*>A^fti;£«^-<D7 5 F#£®» 
5 

±ffiLfc«»7 5y«©tt£K:HbTtt. ^>A?St£fi££&J8-C#5&S 

4#C, h'S^t'o 

y-fSFitbTtt. DCC, N, N’ -v'T V 7o \d)VtS)l^'J^ ^ h\ N-X3MU- 
N’-(3-y/f-Jl'75yyn'JJl') tUi'-fcis-l 5. 

io hobi. hoobo £tb\z&mT$ 

taHooBtx^T-^tuTfts^DJ&ftSiT^yttoiSttft&ff^ofc^tcttng 

15 snsr^s*{wffifflL’5Sii:*^e>tiT^s««j&'e.aMW^n3 5. 0Jx 
tf, N, N-y^fWA75F, N, N-y^Wth75H, N-* 
f;i/k”oUF>^i'Ol7$m Kit*? I '>. P nnft)]/&?ji£:<D/\n¥ 
>lk&lk7. k$& h u 7 Moi^ ^x^jvxjv 

> hV<j i; CD TUU77 -> bm tf'Jv>, v?^-^+l->, fh7kF077> 

20 at'OX-f^S, 7tF-h'JM ^nktzh'JMfOzh'JJI'S. S^ 

gg x ? ju, mmx^jute z<DxxTJum$> z wt z. n e> <Dii:i:<D^£$i& £# 

TH5«i^5atilRSft, Ji#^j- 2 0 “C~ 5 OtcDlSia^MMiR^ 
ti^>o »tt^n/t7 5yK«»ftttffliiti. 5~4fg«j*efflv^bn^.o x> 
25 fc b <J h©«S*, 

fr3 C<h^<^SJ^^0ii-r^<htCck0+^ c j;^€:tT^O ZttfT?£Z> 
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0 a&zkS*86i:fctt7’fe 

tuk = yv-iizm viT*sj®7 s j mzrt^JHtr 5 z. tw-vt*. 

Mft<D7S./&<Dffl&&t\sT\t. Z, Boc, ^-'>^ U -^>371/ 

^*'>#;i^x;k 7V47ux;p:**'>#;kfc;k 
5 =H'>#Jl/tfx;k Cl-Z, Br-Z, ;k HU 7;k*P 

7-t37k 77P-Ok *;i/s;k 2-rho7izji/x;i/7xrjk y*7i 
— ;i/*7>7y /?xM7k Fmocfc^fflkibftS. 

0U;U2, 7M;nxrM (0H*.fc£, *7uk xu7k 
, T/DtfJk 737k 9 — vf U— 737k '>7n^>fJk 77 P^ 7% 
io , 77P^737k 77P^737k 2-7^>^i'&£©ism#k 

t>L<tt5S«7;WHx^x;Hfl:) , 737U37i/xx37Wb (0H;Ui, ^>7 
;kX737k 4--hP^>ymrlk 4-^h+y^>yJH7fJk 
4-7PP^>y^XXflk ^>Xk KUJkX737kb) , 7xtkHX 
37kb, ^>v;i/^'>*;k^x;nx K77 H7b, y-ytu-^h^y*^ 
15 fc;H:K77H7b, hU37Ut K7v f HkJ5:£t«fcx)T«*TSJlt^'Z?# 
S. 

-feU><z>7K06*«, #lxfc£, xxfMStUx-fJWbtioTftatS 
Zk&Vt&o Z<DJL7.T-Mt\zM't^tLX^ MXU, 7-fe37HS&£ 
©fil7M/^H, ^77-l7l'S&<*:£>7P<;i/S, 

20 ^x;us, xF^y*MP«^0»bii$n5l^£^fflke,n 
5. £/r, X-xMfcCBTS&tUTtt, 0l;Lfcf. ^>77US, Th7kh* 
Pbf^x;i/S, t-737l /$fc£T!*3. 

^P'>>CD7xy— ;H47K®SC0^^S<h LT&, #lxJ£, Bzl, C1 2 -Bz 1, 
2--hP^>yJk Br-Z, 7-v* U-737Hfc£jWBkSft*. 

25 hX7v>(ZH5 77-;kZ)^SchtT^, ^JX^, Tos, 47h^k 
2, 3. 6-H'J77^^>if>X;i/^XJk DNP, 37k Bum, Boc 
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, Trt> £>tl<5o 

tK#k 7 7 H , gfxxf^ [7;m-;i/ (fllAtf, 

, 2,4,5-h l J^n07xy-Jk 2,4-7Xh0 7x/-;k 77/;Wk7;k 
5 □ — )V% rty-bn 7x/-Jk HONB, N-k P, N-kHP + 

'>7 WU*. HOBt) tOIXriW M075/S0 

ffittftsnfc&otUTtt. wai*, »«T«u>K75h*^fflt^ns. 

«»SO»* (JK«) Pd-£U6*W;iPd-&*fc 

t'rotttto^ffiTTOTK^st+TossttaTc^, sfc, mfcyvitfcm, * 
io 7>7ju±>m, hU7Mo^^>xM>i, HJ7;uTos*aifcswi 
£ ft S ©«£*&££«££»&£■*>, ^yynkJH^7$>, hUX7 
hsx tf^U'7>, k^7>&±tx±s&SM, ^* 77 ^x 7 
*THJ?A£«fc5iS7Gfc£fcffl^5ftS. ±ndM® t m t;:±3fla8ISJSte, - 
mzm- 2 o c c~4 o‘c©iafli’ , t?ff^:t)tis^ Msix&nTte, mz.it. 
15 7X7-Jk 7x;-ik ft7X7“Jk z^7k'/-ik /\°^7 7'/-;k 
, 777;k7Jk7^ P\ l,4-7*>>^T-;k I, 2-x7>73kt-Jkfc±0 

L-Tfflirie,n*2. 4-7 x h d 7xx^siif 1 7 1 ; -MiCck 0 
K£ £*u h u 7 h 7 7 > 0 ^ > K-;k&*g± lt/b^ e>ft£±;i^ 

20 ±1501, 2-x^>73 1 T-;k 1, 4-7?>7^T-;k&±0#ftT0&MK 

± *&«»£**£. tfTkKftThUtfAJSfc, ^>±x7&±lc±37;k* 

'J®li:=koX!)HS$n5o 

Jf^0Sf&txM4'r^#T7ik^tgS0^W=i:^>^lc«aS, 43±OT0^ 
ISS0M, 

25 

*>/\°7«07S Kfc£fcSgy©:£&£l/T», 0Jxf£, ST, 
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H{fcLT«SIL/fc^ 75y£filK 

^77 f mz mm<Dm&£'vmiLiz&. sk7^f«© n* 

a - 7 5 y ynznt c 5fc»o*;i/si?^'>;i/S 
©&8#©^£l££L£:^>A 0 7K<i:£raU £©j^7>A 0 7M£;±feLfc 
5 =k7&^^4 3 T8t'&£if£ 0 tt^SlS0^fflfC^^Ttt±iH<fc(g«T?*-5 

o msiz^onztifcKm* >A?n*ffimLfcm, ite^&iCctD-r^T© 
&HS»£U mM©&*>A7K£#3££;0n?it& o £©ffi*>A*R 

U £BM#£8Mgft*T5 H itr^S 

0^W^#O75 

10 7>AyK©XX7)Mfc£#&(e:te:, #SAt£. *J^'>fS7Syi0a 

-*;i/^^'>;us?r0fS©7;m-;Hit^L75 y KxxxJUi: L&&, 
^>/^R©75 Ffl^BKlLT. F7fI©y>/^S©i7fJW^^ 
£A*T#*. 

>A7|f©g|$#^77 F ££«■£■©£«. g#&&©^77 F© 

?£4i£j®fe©vvfft£j;^*ct>fiv>. ftob^. *389!©* >a 

7K£*J*L&*i5#^7^FfcL<fi75y£i:B&«#<h£l®£;*l*, £ 

^tl;«k D SW©^7°7 FSB 
20 jgfS ££#«*?# 5. E*T 

©(DMDfcffi* $ tittmtfito ifznz, 

(DM. Bodanszky &<fc£f M. A. Ondetti, F '>>-£:> 7. (Peptide 

Synthesis), Interscience Publishers, New York (1966^) 
(DSchroeder&cktfLuebke, If '^77 F (The Peptide), Academic Press, New 
25 York (1965*) 

<D£g<8*te, ^7^F&J5fc©*l#<>:Bl&, *l#(H0 (1975*) 
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ZLik^mkmm u 7>A7M©<frm 205 , 

(1977^) 

<S)fcfti&9HE£, ^gI D D D©ii *14# jOI#£ 

£&, ElS»W:iS#©tt»i& tctz.it, • &S • tsy^u-7 h 

5 tfy'Jj — • S^n7>if77-f- -?llgar«j:^;&ia^b-B:T*58W©» 
#^7°7 ±f2;7&Tii£ns$#^7^ K# 

, ffiC#T»6nfc#£«. 

10 *58WOU-fe7 r ^-$a*&3-Ht'SJl?U?^U^Ki;LTtt, MJEU 
fc^BJ(Dl/-fe^-^a»^H-h*-r^S*S2^J (DNASfcttRNA, » 
£L<lt DNA) $^WT'SfcOT?*ntf^*:Sfc©T*oTfc«k^. 
U77l^7F£LTte, ^5fiW©Hr^— Sa®€3— F1~£DNA, m 
RNAHORNAt^O, — 

15 ©#£li, r^iDNA, 7*lRNASfcttDNA : RNA®A<^U 7 F 

-ir >X£g (BP5* H-h*«) TSoTt), 7>7 
t>7i (BPt7 #3-h*«) 

^fgMOMr^-aeR&n-HTS^U^^ 09Atf 

, ^©lUfcE^iffll rj0rPCR£-t©f&fflj 15(7), 1997te«©3ri£££:te j e 

20 ntc*pi;fc^atc«fco, ^ 0 jo^t^-isi©mRNA zfem'fzzt 

2£8Sfi©l<'-fe7^ — Mas&n— FT 5DNA£LTte> y/ADNA, 7 
^ADNA^^'J-. fHBLfc«Uia*ffllf«*5fe©cDNA, jttJf2Lfc» 
■SWfiJfOcDNA^^'J- #j*DNA©lvfftTfc«fcK y'i’Jv 
25 U-tC&fflT /^f'Jt7 7-y, 7775 F. 37 5 F\ 7 

7 -y 5 h'^i:^fn^oTt)iK £fc, jtui2L£M • fliKJ: 0 total R 
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N A^/ctemR N Ali^SrilS! Vtc CD Tut g?Re verse Transcriptase 

Polymerase Chain Reaction (£jCF> RT-P C Rt4i:B§ffrT 3) 

*mW<Dl'±7?-W&MZn-\!TZ>DNAtLTiZ. MX 
5 if. SBWf: 2T»£n3&XK^J£^rt3DNA, : 

x hj >>x>h&&frFTA-rxux-rxt* 
zt&mmmzmL. *%w<Duizy?-mBntmm&]izmn<Dft&. m. u 

- KT5DN AT*tt«fflft©fc0Tt><k^. 

10 §e?'J#^: 2T£fc£ttS££E*J<hA'rXU^XT , £5DNA£LTtt 

. #ja«\ se^j#^-: 2T*mt)£nz>&mffimt®7 o%u±. w-^L<izm 

8 0%KU> «k0»*b<tttt9 0 %&.±. m$>if?$ils<iZ®9 5%£k±(Dm 

|pH4 £ wt 5 ^*sh^j s d n a * awm ^ e> n a . 

A-fXux-r-tf— ’>3 >&, #i 

15 tl/+a7- • 70 — (Molecular Cloning) 2nd (J. Sambrooket 

al. , Cold Spring Harbor Lab. Press, 1989) 

5 H £/&<-*?£ S. ££, rfrli<D7-f X^U-£l£fflT&l§£. Sstf©£ffiIB93 

J;D$?£L<fct A-T7.hU> 

>x > Vt£%.fc\Z'$L'o'Zfit£.f) Z. £.ff~€csZ> 0 
20 ^A-T7bU>>x>h&3M£c!:&, mfiif. X h U 7 AIS^^ 1 9 ~ 4 

OmM, ffiL<tt»19~2 0mMT. *&£##& 5 0 ~ 7 0 1> ffSKli 
me 0~6 EMO th'J^AlWigmMtjgM 

1 7®®?0£lrf3 >-feX7 

25 -ieRS3- Kt«DNAt UTH. fi?ij#f : 2 T»£tt3i&*SS?iJ£ 

*rr*DNAfc£jWill>SnS. 
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i- Kt* s&iia 
(D^BJW^^7 p 5 1 K^H-HT'5DNA?:^-r^fc^T^=j:<, RN A 

sfessraaflc-effl^sns. 

m.mt^^t(Dr^^7>^±yx • t^)7ZV-*7Y MM) &, ^o-> 
^Lfc**Vitift^$nfcGSaS^c!fi:S!Mr^— SfiK^n — Hf^DN 
AcD&SK^m&Kg^lStf-U -5- -5 L£#y 7 7 1/^ H ( 

&£) ft, GMeK^^l/-tr^-^a®3teT0RNA(hA<-7uy<X 
10 SERNAO^Xtt«Hi6&lfl#'rSCt*tT#S^, 

}iGieiMil/t^-16»HlRNAt©ffiM^lTGIfiI 

#«aut:/*-a6Rae^©»a£»iffi • ®iirrs£ £#•?#*. G$a 
mmm u± 79 -a e mmm r n a ©a& s n&Eai mm wfc# u 7 7 u 
* 7 h , RotGaaa^aa i/t^-isiiiRN a t# s«k:/w 7 u 
15 U 7* l/^Kft, 4ftrt&tf4MT?GI0JI* 

8ai^7*-aa*ae^©fB££»i® • mmr^mz^mr&o. zt^m 
wzzofemjuz&miztim-c&z. mm r^-r^j tft. lefstftt 

7 7 1/77 b\ &*R^Xtt«*©4#j£©E^JMI^tt£WT S*5V>ftffiM 
WTfcSili: £*<*■*■■&. 7 7 1/77 h\ JfiSe^JXft&Btt'*:^ H (MS 
20 R) tOBBT? r^jS-TSj tit. 7 7 1/77 h* MM) ©SB^JXtt^MMtt 

a'e>ssa$n3Jt^c*s^77K (aeR) ©7$7Bi£iittJ&LW£. 

GaeK^au-fe^-aeKae^s’ 3^\7tf>;i/-7\ 5 ’ ^6- 

5 ’ ai^aaaa. rh&sfx a 

6R3-KR«. ORFfHKBM&ziKX 3’ $8#fli3R&tt, 3’ SKA 'J > b 
25 o-Am'03’ JS'\7t:>^-^ttfi t *Lt^aa«i:LTa«i/'5s 

a*, Gaaa^aa Mr7*-aaRa£^fl©®fafc*fs«fc*t*£ utr 
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> r7>7-tr>xj -etoztMz.tifi'Vtz. 7>7-fe>x-tf 'JxXb* 
5 7K&> 2-x:t*b-D-U^X£^LTtA3^U7**'>XX!/3-7 

b\ D-u^-x£^WbT©£^u7^*'>xxi/*7ib 7u>xtet?u 
5X>^S©N-XU3vFT&5^©ft!l©XX':7 p ©^'JXXb:t71b &S 

^ i/tf Kt u 7 - mx\z. Ttimow&nm. 

10 >JT- (fib, ^UT-}iDNA^RNA^^ai$n^ct^^M0^7 
u :7X^s©##£fbrrs82«£ & fa** 

tfbtlS. -tnsti, 2$iDNA, l$iDNA, 2*«RNA, 1*«R 
NA, $ ?)!:DNA : RNA/W^'J v \ t H&ZZ.tifiTZ£. £biC»tM^ 
UXXl/^7h* (xmm&ftfr'JJZZUlr^F) . S 5 £»&&©&»©# 
15 imsnfcfco, 

*>©, X^JHfcSftfcfc©, lfl^J 

fcfc©. (0!l*.li, 

X^>U2fcX**-K ^X^h'JXX^k *X*;U75x-K *JPA^ — 
b&£) £&x>t>©, *ffi£^T5*8£Xtt8Sit^Jt§£' (#!*.&, □ 

20 3bfX-K *X*DX7:*X-b&a) £^fc©* 0S*.tfgBft (XXb 
7— fcf, XX 1/7— fcf- -f>fc:t:X-, h*v>, fevfc. 
tfu-L-u z?>izE) m^z, ^z/^vtsy^ yis.e) itum. m& 
-f >x— h'fka’tl (#1A&\ 7 X ’J vX TV 71/ 
>&£) £j#7>fctfX + v— hik'affl} (W&lis M, 

25 M<t&<D&mts.£) £-^rrst>©, 7;u*;Ht#j£<a ; rt3 : k<7x 

&ffi£tltzm&£ rjfo&o (09;Ui, a7/7-i0tl^a T^oTfej; 
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hjit? Rtf r«»j <hte, 7'J>R 

tflf U 5'7>&S£^WT5©^T&<, «Efii|i$nfc*tOfl&©«3!llllS!ttifS 

Rtft:U5vX 7y;H^nfcy , J>^t!'jiy> 1 fc*W*€-0f fi©tt 

5 3^£^t? ! b©T&oTJ;ko 7 l/^ FRtf^flli£nfc7 7 1/ 

:*7 KHSfc»a»W«tt$nT^T«J: < , 1 ffl«±©7K»***ADy 

>£*>. MS^t'-eii^nt^fco, &3k«x-7;k 7s>&£© 

*5891©7>^i:>X • (1£&) ti. RNA, DNA> * 

10 (RNA, DN A) T&So IIH»;**lfc«K©Jl#0!l£ 

LT:i^S?©6ttH^#^^^'^X7x— FK*#. -e-l/T^ U 7 7 l^'> h* 
7i K-^^-'Jzf^^U^i/FTS H©^#PCfiSitt© ! b©^*tf -t 

nn®^3nst>©rti^^. *38H©7>^i:>xKK«&©±5fc##fT! 1 

$?£L<,£2t£*l7 5o 

15 ^©trrs. g^tt‘^-fe>7, 

£Kat'S«fttt£«kD*#&%>©l;:'f*. •€-LTt>U*tta**3fcS7>3 1 
ir>7fc&©#tt£<fc0'J'£fc&©K:TS. 

Zo LT^fidiJ3^Ri)‘S'C , #[#<a5tlTi5 0o 0Hxl£ J. Kawakami et al. , 
Pharm Tech Japan, Vol. 8, pp. 247, 1992; Vol. 8, pp. 395. 1992; S. T. Crooke 
20 et al. ed.. Antisense Research and Applications, CRC Press, 1993 7^;<iitc: 

*%m<D7>3‘t>7>&wt* nfco, &s, 

tttoznrzMmr5-z.t>nz> 

25 :5LT#WefflFf>n§t)©tlTll uvstsfl-te 

OtHIS't'ftt SiSCttCtfU U v>©J:7*3i?U*^>fr» Mli© 
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^UkTK, 3U7fn-Mt*) <hlriofca^cttOfcC!)d«*lf^n5. ItlOt 

ni/Xfo-moilft (fllAtf, zil /Xf 

ij^on^M — k n—^a&fci:) £-5 @& 

5 ©3’ sa*«^tt5’ &£. 81, 

^<DM<DM£L T«, &&<D 3 

’ JSaswas’ JSJcWSWtlBltsn^^-V'yyffloST, x+yj{^i/7 

-if, RN a s e*t*03?^U7~ift«kS4J‘»&iajl;’rSfc»©t>©*«*tf 
^n-5o u^Lfc+t77 f ffl®lilTtt, 7lfiJIfl/>^'Jn-Jk fh7 
10 ^U>'f'Jn-)W££<D'/i)n-)\,ZiZVtf)tLfz%mftmT*%lt>tlfz7k.m 

s ©«®sawf ^nsa*, 

*f&91©JgKIE8Mt:, *8691©£#l*3-*>£ 

4=56WO®^^H*n-h*-rSDNAtLTtt, 
^/^K&:J-KTS$£E^J££WTSt>©T&tt«^fc5&an?*oT 
t)=fc^ 0 frVADNA, 7/ADNA7i77'J- tuSSL7c«*M 
$S*3fc©cDNA, MELfc*-M^**(7)cDNA^<y^U-, £/&D 
20 NAtfHvfnTfci^o te, /^r'J^77 

-v, 777 5 K, 375H, 7 7 -v 5 Ffc if VifftT* o TfciK £fc 
, iWfELfcm • »j»«fcOmRNAH^$WfiLfcfe(Z)SfflViT®SReverse 
Transcriptase Polymerase Chain Reaction (JETF, R T-P C R&chBSffrT 3 
) £<fco Titer 5 ££*>*?#£. 


25 
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T5DNA. (2) 2 X h >J > 

vx > h&aMTFT/W X'J X-T XT smSE?U£WU *fg$l<D HrXX- 

fc'Mf PJBfcZ) £WTSl/-feXX-MeR£3-K-rSDNA<DgB#&$E?iJ 

5 £WTSDNA&£/WE^6nSo 

sa^ij#^: 2Tiltp2nS&$E^J<hA^XUX^XT'#SDNA<hL-m 
, E^IJ#^: 2T*%t>2nZ>i&&mmtm7 0%W±. £?£L<te£j 

8 0%J^±, £0$f£L<fcM$9 0%JW±, 5%^±©t0 

|WM4 £ #1" S &S E ^IJ W t S D N A fc if tfffl V *e> n 5 . 

10 *56W©U-feX^-$a*^fctt-5-OW^X^K (ETF. *fgW©U-feX 

£&K£IMBt*5*£j&**S) ^itin-mDNA0^o-->^ 
©fgtLTft *5eWOU-feX^-SS»Ol8»«SE3?iJ&WT*'&ricDN 

*^&&£DNA&*3891©l'-feX*--SeK©— 

15 T£DNAWtf-&L<fi£j£DNA£fflV>T«a^fc&©i:©A-rX'J^'tf 
-'>3 >CckoTa»JT«^t^“C#5. A-^XU^-tf-VH 

— XO — ~>X (Molecular Cloning) 2nd 0. Sambrook 
et al. , Cold Spring Harbor Lab. Press. 1989) (Cf2#cGD;fr&&£{lt£oTtT 
. fc-SH £:#*?#£. Tfr®©7^X5U— 

20 W*K:E«o^i£K:«£oTfT*-5c:i:**Tfrs. 

DNA0^SE^J®^^ ^©+'7 h. WZJuL. Mutan™-G (^Sii (tt 
) ) , Mutan™-K (HO ) Gupped duplex&^Kunkel& 

■So 

25 ^P-Xk^nfcMlX^-SeHSii-F-rSDNAttSW^O^©* 

£, Sfcti9fa»C«fcOfillS»3(§T?«<fcLfcO, U>*-£#Snb£OLT&ffl 
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iDNAiJf®5’ F>£LT<DAT 

G£WU £7t 3’ F >£LT(DTAA, TGA £tz\Z 

TAG^tLTWfeiK ZtL^CDmmmfe-n F>^f81R||lt:n K>te, jfi 

5 *%w<Dist7?-m&m<Dmm'<'7 ?-it. m $piwut 

^-lei^^-Ht^DNA^bg^inDNAiH-^OIfll. (□ 
) mDNAVrfr&m*M&%m'<**- l t*a7nZ:--?--<?)Tmizmil§TZZt 
iz£ d ssbtts d £& ■?#*. 

H (#1, p B R 3 2 2 , pBR3 
10 25, pUC 1 2, pUC 1 3) , tt$ifi*oy7X5 H M, pUB 1 1 

0, p T P 5 , pC 1 9 4) , H (M> p SH 1 9, p SH 

15) , A 7 7 - y * t' ©/^ f 'J 1 7 7 - y , l/hn^H^x, y?'>— 7 

)VXt£E(DW}%Q x yi )V7,t£E(Dtt!„ pAl-ll, p 
XT1, pRc/CMV, pRc/RSV, pcDNAI/Neo)iWi 
15 GMo 

mx\t. s mmm 

&m££LTm^Z>m&lZ. SRaXaX-^-, SV40^Ot-^-, L 
TR^Ot-^-, CMV^nt-^-, HS 
20 sns.- 

ZtlZ<D5t>, CMVXnX-?—, SRa^D ; E-^--ft:t*&iH50^ 
®myxUt7IIt^§i^(t t r p^Dt-^-, 1 a 
cyot-^- r e c A'/nt-^-, AP^a^E— , 1 pp^ot- 
*-&£#, SPOiynM- SP 

25 0 2^0^-^- penP^D^-S:i\ P 

HOS^/ot-^-, P GK^Ot-^-, GAP^DM-, ADH^O 
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P 1 Ozfn=E — Uko 

— &±<Di din, 0 X>/\ >+»•-, X7 P ^'T'>>y 

^'JA#jII'>W. SV4 0#Kt'J^> («T 

5 , SV40or am#LTWfeO€j!!W: 

*— £LTf±. 09 A If. yt KoaKfiTciMI (U^T, 
dh f r £«&*fc-r *#&#«**) WVhW-h (MTX) »tt) 

, T>tf'>U (KT. Amp r 

'>>WttJSe : P (ETF* Ne o r tBSlfct* G4 1 8Wtt) 

10 tfGtl-So #tC, CHO (d h f r “) $H®i££lkTd h f r 

iRT#5. 

£fc> i&SKJ&DT. fe&z£'o1t>'#'t)l' BE?>J£, *§tm<D]/'fc'79—W 
eStON^WxttflDt'S. IS^XV'X'J k7*tr*Si^H PhoA-v 
is ^;he?ij> oida • 

a -75 7— If • z/tfl-JlMW* .It^U >> * '>^:NU8B?IJ&<!:^\ 

MF a • '>^d-;i/E^iJ. sue 2 • '>WUSE^^\ ?S 

a-0^-7 

x p> • m. 

20 ,3:0«fc5»CLT#IIB$nfc*f6W©lyfey^-$e*&3-K’rSDNA« 
Itfi^UTte, 0ijx.fc£. iyi'Jk7Ii> /WWII, 

, s*, 

Xyx'J k7Mi©WJklT(l lyxUt7-3'J (Escherichia col i 

25 ) K 1 2 • DH 1 (^Py-y >^X • f • t/a tJl^ ■ 7*f^ - • 

■fj • ^ * a__ XXX— (Proc. Natl. Acad. Sci. U 
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S A) , 60#, 1 6 0 (1 9 6 8)], J M 1 0 3 (* V < Vv V ' 7z/v X 
. ij+f— (Nucleic Acids Research) , 9#, 309(1981)), JA 
2 2 1 i-JU - (Journal of Molecular 

Biology) ) , 12 0#, 5 1 7 (1 9 7 8)) , HB1 0 1 W-TIV • *1 
5 . • A-f tD-7- , 41#, 4 5 9 (1 9 6 9)) , C 6 0 0 Vs 

(Genetics) , 3 9#, 440(1 9 54)) saifflt'6»15 

o 

n^-)\ /ZMMtLTit, mA.it, • Xzf^)V7, (Bacillus subtilis 

) MI 1 1 4 (v— >, 2 4#, 2 5 5 (1 9 8 3)), 2 0 7 - 2 1 Cvi— 
10 ±)V • h U— (Journal of Biochemistry) , 9 5#, 8 7 

(1 9 8 4)) 

S£§<hLT(3;, mA.it, it 'y * □ ^ < -fc X tl/t'yX (Saccharomyces 
cerevisiae) AH 2 2, AH 2 2 R", NA8 7 - 1 1 A, DKD-5D, 20 
B _ 12> (Schizosaccharomyces pombe) NC 

15 YC1913, NCYC2 0 3 6, if+7 AX h U X (Pichia pastoris) & 

Ji&ftflJjfili: bTte, mA.it, 'Ji'J^^AcNPVOi^H 

(Spodoptera frugiperda cell ; S fSBIfi) > Trichoplusia m© 

cja^^a^COIviG 1 JifflBS, Trichoplusia niCO^Pfi^^High Five™ 3ffiS§,Mamestra 
20 brassicae*&<DM££teEstiginena acreafiSferofflB&fc^ffi^* 1 ^. t> 
iH^BmNPV«tl (Bombyx mori N; BmNlffl3&) 

MS f mxit, S f 93ffiJl& (ATCC CRL171 1 

) , S f 2 1 IfflflS (£(±* Vaughn. J. L. b, 4“ > • ^ ^ In Viv °) ■ 13 - 

213-217. (1977)) 

25 &&tLT\t, mA-it, 'h'i (Sufflb, 

— (Nature) , 3 1 5#, 5 9 2 (1 9 8 5)) » 


BNSDOCID: <WO 0Q49046A1 I > 



WO 00/49046 


32 


PCT/JP0O/OO927 


m%)Mf&£LX\t. nzi-i, MCOS-7, Vero, 7Wx-X/\ A 
X^-ttCHO (&T> CHOfflffiltKBE) , dhf 
-XAAX^-ttCHO (JETF. CHO (dh f r") MchllSfB) , v77 
Li*, 7^77AtT-20, 7^X$XP-7», 77hGH3, thF 

Xyx'Jt7l®MW5i:ll «*.«, Xu */-*?> #*• *7- 
If • • 7 X75 — • 3-7 • +Kx>:y7X • :*7 • if • xl — xxi 

— (Proc. Natl. Acad. Sci. USA) , 6 9#, 2 1 1 0 (1 9 7 2)^y-> 
(Gene), 17#, 1 0 7 ( 1 9 8 2)&^IIB«<Z>^ffi(IfeTf : r&X £ ttfi 
10 mz.lt. *U*=L^- • 7>F 

• yx^ 7 ^ • vx^X'f v9X (Molecular & General Genetics) , 16 8 
#, 1 1 1 (1 9 7 9)fr£\Z$Zm<DJjmz'&^TftU?Z£tfX%Z> a 
BMZBn&Mt 5 IX 0B x «, 7 v V X ■ • 7 > • X >7 • -f X □ 7- (Me t hod s 
in Enzymology) , 194#, 182 — 187 (1991), Xui/— y>^X 
15 • XX -if • tyatil^* 7X75- • *7 • 1M x>'>7 X • *7 • if • x 

— I7X — (Proc. Natl. Acad. Sci. USA) , 7 5#, 1929 (1 978 

Bio/Technology) .6, 47-55(1988)) &<!: iXlB^^XSlXt^oTff^^ X. tffX 

20 

Kn-Jk 263-267 (199 5) (^ifflafgff) , 7^ OPv- (Virology 
), 52#, 4 5 6 (1 9 7 3)l:E#0^l:ffi?Tff&5 

z(d&v\zlt. Gw&nmmi'-txz-w&m&u- ftsdnas:^ 

^xyxut7ii, m 
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LTtt, #)Vn-7>. f+7h'J>, yai/ii;, ££ 

M<h bT{i, 7> ; E-^A^, n->X^-7- >Jfj- 

5 , ^7h>, l*3X*X, *5*9. 

mmvitisTit* mx\t, mw) ly^A. v >&-&%!- h'j 

JiHTOt* £»in UT t> ct V>. mm<D pHtt|<]5~8 tm& L H. 

x->xu h7mm^mmr^(DmmtLTu. m&\ t>*? 

10 5 9 i&M (5:7 — (Miller) , yt— ^ll' • • X^X^U ^ 

>y • -f > • * yi^ yXX (Journal of Experiments in 

Molecular Genetics) , 4 3 1-43 3, Cold Spring Harbor Laboratory, New 
York 1 9 7 2) j&*$F£LK u u Chilli D j; < 1M 

#Jx.fc?> 3j3 -> t>ku;p 

15 a*T#5. ®m->x'J tTJRKO*^, £*fctil#ftl 5-4 3tt» 

3~2 4^fflfT75:^ i&SiCiD, 

it±avwpx «»©»£, 30~4oreiD6~24 straff 

J&fttUTti, A— X 

20 aK“)I/^— (Burkholder) [Bostian, K. L. 6. ryp i/—yyyx 

• ^*7 • If • ^">3^-;i/ • 7*f5- • ^-7 • iMXXWX' • -ty ■ if • X 
-XXX- (Proc. Natl. Acad. Sci. USA), 77#, 4505(1980) 

) ^0. 5%#tf5/B6££Wf£SDi£tf6 (Bitter, G. A. S, r ;?□«>->? 
yyX • ^*7 • if • fyafJl/ • TifrxS — • ^*7 • iMx>WX • • 

25 if • x— XXX— (Proc. Natl. Acad. Sci. USA), 81#, 5330 (1 
9 8 4) ) J§Jtt(DpH«^5~8(CpST-?><Z)^$f^U^ 0 Jfc 
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0t:~ 3 5*C~C3K?|2 4~ 7 2B#fy)ff&^, 

W&MZ.Z0 

:#*TSRb SMftt UTtt, 
Grace’s Insect Medium (Grace, T. C. C. , 7-^-— (Nature) ,195,788(1962) 

„ ^topH}iD 6 . 2 ~ 6 . t&mitmmtifi 21 

•c ■ 7 ? m 3 ~ 5 s raff* ^ cis 1; Tast^a# & in x 3 . 

5~2 O%0J&!€^Mt£^t?MEMigi& (1MX>7, (Science) , 122# 
10 , 5 0 1 (1 9 5 2)3 , DMEMJ&J& OPv- (Virology) , 8#, 3 

9 6 (1 9 5 9)), RPM I 1 6 4 0^i C • If * T^U* 

(The Journal of the American Medical 
Association) 19 9#, 5 1 9 (1 9 6 7)), 1 9 9IH (7ay-y>^- 
-tf • VU-flT^f *7t - (Proceeding 

15 of the Society for the Biological Medicine) , 7 3#, 1 (1 9 5 0)) U 

pH&»6~8T*30;&<$f£U>. @tiiI^3 0‘C~ 
4 OtTrl^Jl 5~6 OlSraff*^ &gK£bTS^*8l#£;!jn**. 
^©.totcLT. mnm&<omm*\z*nw<DGw&nx&mvtt* 

12 ic =fc 0 ff * -5 d t ifi-e $ 3 . 

*rarao eatuf s kir ltw: 

U •J'/f 1 -A*«kr;/Sfct±S|[|g»**t*C«kbTrafr*SVittiffl 

25 aa^flftaibfc©^, a^*^5atiou-fe^-$s»<z)as&fflS9is»s 
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gttag*, hu h>x- 1 o o £ 

;nb©^©m 

mttmrttm. mm&. m^sds-^ut 

y&mz a-? h#?? j 77^-7^-^ 
10 SffiSl#^D 7 b 

&< LT%znzutzf?-^mnj)mMfcT*'&t>ntzM£iz&. g#^*n 

ascta-c 

15 mim* 

tz\$mo&\z%m-z> z tifi-vgz. 

ftis, l/t77-I6»$, ^ISHfjS7c«ffiS3^(Cji^ 

Fmwi:ist 5 uit)i?f§o w&immmtL -m, h u 7 

20 >X fe\ ynT-T>^7— if 

, ^UU'>y— feYctii^fflV^nSo 
fr< LT^jST5^f8^0U”fe^— 

& u # > k t v^x>if'f MA/Tyt^fc 

&z j: 0 surfs - ttfx-zzo 

25 *fgBJ§(D M:7^-SaK t> L < K * 

2tE»W0Hr^-$aKfeb<tt-€-©W^^KSfctt*€-©*fi* 
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fcoTt><fc^. 

*891© -SSKtl&ffiT-S »£&**) 

fc-cssirrs £ 

C^y 7 
(a) 

^i<DI/t^-ISI!l n?m®JtJ tc# G T&4i:: £ 0 
io fc0H4K^na#*5wsj§#, 

#££&£»«> *£«£>. ^7n^>h7yan>h^i7D<>h7y 

3.n>h^a4LTt>«k^. S 4 tta# 2 ~ 6 a«fc i @-ro, at 2 ~ 1 0 im 

SSfTfcfcftS. fflV>fcftSl*a*M&£LTH:, mX\f, UMk W** 

» m>yh> T-7X, 5yK k7'7, 

y □— y-)ltfifoM£.ffl\M<DfcM\z.ffi;LTlZ, 

icw»sfc«u >/t®£8®u 

££££?), t7^n-t;nfi#14/wyj K--?£W«-rs 

20 titJiiLfli+ofiitfffioaj^tt. 

££fc«fc9fT&'3;i<*:J&<'T?fr£. 

(Nature), 2 5 6#, 4 9 5H (1 9 7 53F 
) ) WUt. tfUx^ly 

25 >tf'jn—) V (PEG) ^±yy^^y )VXUl £?£L<& 
PEG^ffl^b^o 
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NS-1, P3U1, S P 2 / 0 IzHlfiM 

znzrf. p 3u lifitft. L<m^<bnz>o (min 

AS) 1 : 1~2 0 : lgJtT&CK PE 

G (ffSIXtt. PEG1 0 0 0-PEG6 0 0 0) ifil 0~8 0 %mm<DM 
mTmazn, a§2 0~4 or, o~3 7*c-e*n~i o#w 

4 M-5 d 1 lC=k 0 3&$<k < -5. 

y^o-^l/ta^jg^A-ryj F-T(Z)X^ IJ — 

title® 29 (#y» T-r^pyi/— h) fe/wyj f— 7 gii| 

$rtSSnL. Xlzm&®m^BBte£T*MI&Lfzinfii&'fa'7V ytHW- (MM 

tl-5) ^/cliyn-xOA^rllPx., EiJSfC^^- LfzX/ X n— 

yinfoS.tzte'Xn^ >A&&#2lt1t&mz/\'( 
7'J K-Ti&*±«f£SSJnU 

eSSrSl]*.. t 

tl'So 

SSfiHAT 7$y^f'J>, ^ 

$v» ^^SnL^KiMM^WcCtTfT^^ e HSU43J;£Pf 

MSMfrtLTlJ* AC/U 

JfltATfc&tr>. fll&lJ, 1~20%, £?£L < li 1 0~2 0 

“a tf RPM I 16 4 1 ~ 1 0 %©WiiJttfG I Tigife m% 

mmxm (m ) srzit/ux'j csfm-i o u 

BtKK^ m) ) iia2 0~4 0G 

> ffSKtt»3 7ras. £*ISIBfct, ii»5B'-3HW, *f£L<te 1 
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TaUTT#*. 

(b) ty^nt-Jl /Stroll® 

37 S#©# 'J 37 o— 

5 Ctfl, Jfttrffi. 7;U=i-;M£J6fc. 

a*®. (0d, DEAE) £>«»&, 

Sift] Cfotfr^^Ctm^o 
10 (# 'J 37 □— 

LfctfoTKirrsiii:#'?#*. 

HO t + t'J7-ieJtfc©*^ , 3< 0. ±120^6 / 37 n-:h;PM#0§3 

T#5. 

#£M u u 7-aaKoaai3«fc^r u 7-t /\77>t<DU^itit 

, ** UT-(cM^-&T^LfcA7 p x>^ETiri#:^^^<T#n^ 

20 , mX\t, V'>Jkm7fr 

VzslMu if a?') >, 

I»ltTA^f>l K2tU #U0. 1-20, $fSL<Ml~5(0fiJ^-X*y 

£>tlZ> o 

£tz. /\'7T>t*r*')7-<Dij7')>if\Z\*. 

25 W'VgZIfi. 

, ^^■ifU5?;uss#W'rssttx^T-;ntii^fflV'5»n5 
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O 

urn, imzttLx, 

5t£7CK >h7ya ny h^i7POh7ya/t>h^4l/Tt)J: 
5 1*. 3^2-6 31®^!®^, fH$3~l 0 mmm.fr 

•e#^o 

. b < ^ i^-Cf S. 

>7u-i-)v$iW.m(Dmfe\z. 

io mmzbTmi£T*%z>o #u x u-j-)vfofc<Dftmmm$. imo^/zu- 
i-jistntt<DftMffimtflm<D$>&yn7'j ycDftffittmmztt-iTiffc? z 1 
7>nr#3o 

F&n- Ht^DNAil ( 
is i) *%w<DGm&n#'&Mi/t7?--m8nizttTz , jx>F (7J-xh 
) <£>&:%:, ( 2 ) *%w<DGm&M#imi'ty?-m&n<DmmT£izmm 

(3) (4) *mm 

'J (5) 

( 6 ) *ftw<DGW&mM&mi' j tzf?-w&m.\zitf-?z> u # > 

(7) 

(73*~XK 7>^-Xh&<i:) ( 

8) ^Bj(DGSeK*^l/-fe^-MeKiU^>Fch©^tt^»^ 
25 (7^-Xh, 7>^=f-Xh) 

(9) *mm\s± :7 p ^-MSK : bL<«^0^^^H 



fl 
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(10) 




( 12 ) ^ 

5 w<d u±7?-m&nbis < f *fcfcfrt®iftc#T3fiM*K: 

£34^ (13) *f6W©G$a:il^!9:a!H:y^-$eH&n-Fi-SD 

#tz, ^%ia©iiajft^SG$eK^f3!au-fey^“$e*of6a**fflVifc 

:..i(CckoT, t h^ifclLiM&CftSttfc 

io G&&nK'&LMi'±'?#-iztt'T2> ;#> \ s G>m&&&&{k2'&z>ikGto m 

, 7J-7h. 7 y^ziZLTs h/cj:<i;: £** U “->^T*d£j&<T£, K7 

n'nx FS^ti7>^^7 

Z.£WT-£Z>, 

*%w<Du-t7?-w&n'bL<izmft^7?-\*£.rcte : t<Dm. (etf, *sg 

15 ?|0 l/t 7^-Sfi® t#Et5t^*«) > *«^©Hr^-aaR* 

fctt^roaB^^FSn-F-rsONA OUT. ^sjcDDNAtBSISf^ 
fe^^fswonr^^-aeRtc^rsfii^ (&t, 

:oV>T, &Tfc£#WK:ia9iT*. 

(i) ^Bj(7)GaeK*®si/-fe /7-seKtc^7^u^r>F (7=r-* 
20 h) 0ft)t 

=f-*M &&5BU ifdW : 3:feJ6oMliLTffflT^5o 

Ts*few©n:7 , ^-aeR{c»'>’5 u # > 
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.v F (fcUfcf, 7>*:*x>'>>, 

j! 

'>>, tsXMJI F, 3l/'>^h+i>, 7^7 5 >, -fePFx>, ^ 7 h- 

>> Zi-D^KY, 7'J>, A'yyi/7'/X ^'>F'> 

X PACAP, -tr^l/^X 7;i/;|7x #;!✓'> Fxx 7 FI/Vt<v^'J 

5 X V7 GHRH, c|p, ACTH, GRP, PTH, VIP 

(A'77£tx 7 7 7>F U Kf7 F ^IX77F 

I 

) , VThxm, F—A5X ^7UX 75'J>, 77^Z>, CG 

RP (*Jl/'> Fx>f/— >U lx— 7 J 7 F-'C/T 1 F) , DTnhUxx A> 

I 

71 /7777X 7oX777X>-;|, Fo>tf*7X 7x7 '>X 7 HI/ 
10 7U X afeJ:27/3 > (cljeiDokine) IL-8, GROa 

, GROj3, GROr, NAP-2, lENA- 7 8, P F 4 , IP10, GC 
P-2, MCP-1, H C 1 4 , MG P — 3 , 1-309, MIP-la, M 
I P-1 8, RANTESfcEii) , F-fe >J >, tX 

7$X X-PT>y>, TRH, ! A>yi/7T^ 'J^777 F£7c 
15 (M7Z>fj;i;) ©fit!!!, t (0ijxff, 777, 7 

yh, 77, 7X tyy, 7;i7jX> (DUmmti Stl, 


WfrWKte, ^m<DUizy°^-mBnbV 

< &^©g&5}X77Ft>L< £fcteM&x.M lyfe77- 

M6K©fi!»£j#igU 

SUtKioT, ^0J©l/-fe7^-^^K{c^LT*M^ (0J;U£ 




I, 7t^3'J 


I, m^lCa 2+ M, MficAM 


25 p£j&, «rtcGMPM -i mitn. m 

c-f OS ^t4^, 
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mx\z. ^y^F, msk. n^y^F 
58»£®»fc<!:) Sfcfcre©«£ftj£TS:&irT?** 

o 

*fm<o u # > F&^&tc&i^-m, I'-t'jp-w&nzrcit* 

5 RM:y*-s 

f t^-rsKiwk^«ioie^*^», 
zmfe'tz>zt&®mtTz>o 
cto*^W(3«> *mmz, 

<k&®<Dmmes t> l < tt-to*, f t> l < tt-totaic** 

-r 5*g£*&i»rr * c t £«r«£t* s**®© Mry*-aaKi:&«*-© 
acarrs u#> Foftjt^r& 

©m L & a l£4b£$> £, *»WOH:^-I0 SSttfSIfi £. tc itm 

aK®^iw^-rs*s#*&ffljtrs n t &&witT2>*%w<D i/t^-ie 
ntuziztomzttrz <jx> F©fcst#& 

(DaaLfcita{i:‘&®&. ^fewou-fey^— seR&n— ftsdnas^ 
Wr*JgKK»fl:&»*-ra^i!:t«fcoT®Jiai!l±»c56SLfcMiyy-2e 
20 aaufcKa^»o«M:y^-ae*sfe 

0 a ( c *f 7 5 & £ * £ $J £ L 1 5 Z t £ # a t T 5 * 56 ® £> U t y ? - £ 
eKf^Ts u #> Foftjtyrffi* 

@K*)MI:£«f£. *58®©w:y^--sa»&^wrsa®tc««s-li:fc«^ 
KfcttS. l/t^-S6BS^Lftlfii!»«tt (fclAtf, 7 7*F>M 
25 ft, 7-fe7;m 'J >$8i, «BrtCa 2 m »cAMPM, Me 

gmpm, <7'>h-;wu>M£, awfirtseRou > 
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m<k. C - f o s 

&ua) 

C^t*5U^>h*Oifc^ &< 

(Dti®i{fc£#l£> *5IWOM:y^-aSK*3-Hf5DNASr^WT5^ 
5 1 tc«fco tfc nr^-geRK&tt 

S-frfcR'&fciJttS, R0R£fl“t SKBmailflJftflftt 77 

* K >RiEfBL 7't7)l3 ] )>MM> »Ca 2+ II, »cAMP^ 

, WrtcGMP4sS, 'fSi'h—)l' , J >MI4. SHHSl*)!!: 

SKCD'J c - f o s CDfSHM:, pH0{£T7 l J:i:5:{£iit‘'5S14^/c^ 

fclttomztttz Vff> o 

±BE(D~(I>©t**£fTfcV^ 

iiasMix&stifc&frfca 

£t\ ±f2Lfc*fg 

15 WOU-fey^-SaR*fctt*56^©85^^H&^W-r5 i b©’7*ntfM 

Rj&fjSLWS. 

4:f8^OHr^-S0R*SlifiTS^«» 

20 a«£-r5RSRSB#£3-Kf5DN 

AWM-cts. iisr, ffiSDNA^i^ni)^ 

o a^gfrit^^DNA&ffl^Tfocfc^o *3SH©H: 

y^-$0R&3— Hf SDNA#fM-&1t±S!iftiam!afwSAb, ftlbW 
«fc<Sg£Si^5fc*fc«, RDNAffifr£M*£?S££TSA*:iD^l';* 
25 (nuclear polyhedrosis virus; NPV) <D^ ] J 

/\ H IJ >7°0 ; e— ^ — , SV4 0ft3l5©^D ; E-^- V h O CK )V70rfU 
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7 — i 9— , k hk— hva 9 — 

, +K SRaXP^-7-&£oTflS?iC&^ 

0J;Ui, XiK CNambi, P. b, if • yt-t^ • • 

5 >?*;!/• X5X hU— (J. Biol. Chem. ) , 267#, 19555~19559H, 1992 

rn izffl&aismizft-DTftoz.tifi'etz. 

»t> l< t>ot iTii ^-ns# 

*S89J©U:tf> Kft5t#i£K:*V>T, *fSM©Mzy^-se*«^rs 
M*£X)l/*;U7;Uxt K, >&£T@£4tL 

Tfc«k^o H3e{k^Ffett-€-ng^»IO^^«EoTff*-5 ZtifiTZ^Z. 

IliffitLTIi *J3§®, ttM. n 

m, m**, witommiSiiiwmKznzo 

nasi*^<^*nsia^<z)^t&^’5. potter— 

20 ElvehiemS^^vf-Tif-T-m^Jf U^-r^rft, 7- U 

'JhP> (Kineinaticafrg!) £££«, jgMlCckSM, 7 1/>77°UX 
fc iiT'JPEE b Wfi b * £#|H / X;i/^ eilfflSItSilklCJ:* »& <»; 
tfbti^o *8l©#iS£{2, 

(soo 

25 rpm~3000rpm) Tr^StFe! GI^, ^Jl5f~105f) jH'C-'L, ±t#£r 
££f3i®ii (1 5 0 0 0 r pm~ 3 0 0 0 0 r pm) TiI3? 3 0^~2^fF B 1^ 
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6K<h*d33fc0 'J ^£*13,, 

k u-k 7 * sb n om®#* o u± 77 -m& » 0 * 

it, llffllj&iifcD 1 0 3 ~ 1 0 8 5H^r&£0£*$?£b<. 10 5 ~10 7 ^fT 
5 S50^IT?*5. M. 

0T&<- IH-P'y hT**Ott»&#l3eT^5«k5tC^*. 

'J # > F£r#i3r7-?>i:f30 
®-'(D©^}slS^lt5fc®Ctt> j§^&l/-fe77— gaK!i#£. sni^fe 
io umt&mwmr&z>o 

|W]lf0 'J # > F^'oiSrtt. 

o 

15 C 3 HK ( 125 n. C 14 CK C 35 S) fc 

£TlIl$Gfc7>4 : ^x>'>>. #>A'>>. #7£7^fK. Pl/^Xb^X 
>, /f)l ,*s>, tnhrx ^7hPX -a-o^^fHY> ^-tf^-r H 
, 7UX A'V^yyX ^+'>h'>>« PACAP, -fc71/7>. 7;b£ 

#;i/'>h->v y^y^yaux y?h7^f>, ghrh, cr 

20 F. ACTH, GRP. PTH. VIP (A'V7yfy7 OrXf^til' 
7>H iJT7-y K #U^77K) , V7hX^f>. K-AS>. 

>. 75U>. 777*x>. CGRP WJ^h-X^'J^rAy H 
^77 F) . PTnhUX>. A°>7 I/77.77>. 7 p 7777>7>. h 
□ >4'4 L it>. 7r/'». 7FU7U X a£=kt£/3 -7^#T > (chemokine 
25 ) (®;U3:\ I L-8. GROa. GRO/3, GROr. NAP-2. ENA 

-78. P F 4 , IP10, GCP-2. MCP-1. HC14. MCP-3 
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, 1 —3 0 9, MIP-la, MIP-1J3. R ANTE S&if) , X> H-fe 
'J>v I>TO^h'JX XrL-Ox>'>>, TRH, A>7 

JMfrWiCte, *f89I© U > h*©fc 

7 7-i:Sif 5 : t i:i t) M::/*- 
was wan's. pH4~io (iti<ttpH6~8) © 

'J >a/t*;7 7“. h ') T.-faW'tyy 7-U£(D'J %> \* tu-typ-ws 
Ki©^S®SL'^©A'y'7 7-T^n«‘^TnT*fe=fc^ 0 £fc, 

10 Sg££®»$-frSSBn?. CHAPS, Tween-8 0™ (^I-7h7X 
tt) , y^hr>, 7**v3ly-F££©#®«&m>^lfom7;i/7 r 5> 
J ^-tf77>^^f© ; &MaMSA''y7 7-{lJaASC < !; ! b-C€S 0 $&£>. 7 
of7-tfl:J;§ KO^ix^SWTPMS F, cK 

^77>, E — 6 4 , ^7X*7>&£©ya77-1f 

15 ffig^SSsiD'I'SJIt’bT^S. 0.0 1ml-10mlO»H:^-»#l: 
, — /Ilk (5 0 0 0 c pm~ 50 00 0 0cpm) © ( 3 H) , C 1 25 I) , ( 

14 C) , ( 35 S) fc^TWWLfcttlM fb^tts^^-frs. ##W«H8£* ( 

NS B) SftSfc»{C*a*l0^W»©ttW^«jSJPAfe5«5 1 a-7 , feffl 
'ftfS. 5 Ot, MSL<m<J4 c C^b3 7t:T, »20» 

20 ^ b 2 4 «rlH. ISl/<ra3 0^b3 HSRBfrfc 7 . # yxmmm 

IltMU M©WMy7 7“TifefrLfc&, #7*««WiKtC®?rrs 
ft It ft 14 S '> > 7 ly - '> 3 > ts 7 > 7 - $> S V *fi 7 - * 7 > 7 -■ T tf SI' 7 

S. £*g£* (B) frfcimWWitSfc* (NSB) S5l^fc*7>h (B-N 
SB) tit 0 c pmS®^.SKW<fc.-&ftS^58W©lyfe7 r ^— 

25 JfiCftTS'Jtf^h* (7rfx7F) tBT^-rsct^T^S. 

*i8w©M:7 r ^-ge»*fctt-t©ttc»-rsu^>FStfHrrs±i3© 


BNSOOCID: <WO 0049046A1_I,> 



WO 00/49046 


47 


PCT/JP00/00927 


Jcfi. ZMUSfilMjglS- 

T^^K>g?W % 7tfJ^iJ>a Mf*JC a 2+ >Ig|£> « 
rtcAMPM £fflfl§f*lc GMP£j&, 'f j > h— ;i/U 
£W). ffll&ftS&MCD'J c - f o s pH®fiT&££(5:2i 

ST, U-feT^-seSI^WT 

10 *5t4i±flf^^[5lJRL*c, £.f&L1tMQB : & J Ztl J €tl<DJjfe\Z$E'o''CfeWtZ> 
o B!®fiJ&*Si4©fgfl|£T5ttSf (0S;Ui, 75+K>B6;&:£) *ffi 

Jfc**£*rr £ £«fco TlfcJtB *£«£• tt, R^»»* C^TS ffi#5W 

£^inLT7yir-f SfrftoTfcJ;^. Sfc, c AMPii^Mtti; 
7*)V7 > n U 

15 izttt%m±m\fcm£LTWiiii-rz>zttfT^z a 

2^f6B«MrT^-Sa*Sfctt4E-©iftCiB^TSU^> KfcJfcJB+y M2 
« *56B©ffl5^T5 1 K ! feb<tt 

-SaKSr^TSiffllfiOJKlI^f^WTSt)©!?**. 

20 hOBtLTtt, #0 5 ft*. 

(DtlTffl £g«& <k 

Hanks’ Balanced Salt Solution (TTnttgl) fc, 0. 0 5 P^cD^Mfin# 7 
Jk^=-> ('>^T*fcSt) ^iMXtzhO. 

25 ?LS0. 4 5 4‘CT«#T'5^, £5W2ffi 

IliLT^U. 
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1 2K-?U-h\ZS 

X 1 0 5 <S/7V?MftU 3 7t:, 5 % C O 2 , 9 5Xa i r-C2 BfSU&fcLifc 

t>©o 

tube© c 3 h] . c i25 n , c i 4 c) , c 35 S 3 £ 

£ « i§ S &#i£T?SSMfc L fc t> © 

7R»*©#ffi©fc©£4T3fcSWi-2 0 , CtCT«#U JBI$K:aiJ£ffitg« 

fflEtcn fiMCtUt^o '7*73U 

io *;ua7sf\ dmscx . 

«^t'&«btpitt>©&i o o~i o o ofgit^iigtciB§rf&. 

2 . asutffi 

is oawa^. mfeRWMWL imit2 490^1 c m\femwmw. 

@g»iiSfc<t£ J to£5 w lioA, £i&fcTii5IH]E£<*-i*-S. 

a 1 taz.x&<. 

(D£j«£&SU lm 1 0ftilfflaii!tT3itt#t5. *fflflSJC^LfcS 

20 IBItllMt^fc&O. 2N NaOH-l%SDSti§il> 4ml©W'»f 

1/-7-A mmm s) 

^rr*. 

*fguji© u-fe^-$a»sfctt*t©ia»cie'&-r5 c u # > f £ 

25 Lxtt. ». &mfc£\z&mm\z&tETzto&fc£ti i &tf i z> 
n, 7 >**x>'>X ^fcV-fF, ni/'>7h 
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+X>, 2MP75X iznh->, 77hX>, Za-D^fKY, ObM* 
T h\ 7U>, nv^vvi/y. t+yhyx pacap, -tzvyy, y 

)bt)3y, 7h*ky^yaU>, 7^KX^7>, GHRH. 

CRF, ACTH, GRP, PTH, VIP (AVTi'r^ Ot-Xx^ 
5 j-Jb yy b 'JU'fyyb , vybxxyy, F-/i 5 > 

. t7>J>, 75 >J>, ^7 v4z>, CGRP i— 

r-fyK^K) , □'fuHJxx n>2 l/7X7^>, -fuxWyy 
7>. h □>#*-*>, 77/'>>, 7F^7U>, 

(chcmokine) IL-8. GROa, GRO0, GROr, NAP- 

10 2, ENA-78, P F 4, IP10, GCP-2, MCP-1, HC14, 

MCP- 3. 1 - 3 0 9, MIP-la, MIP-10, RANTESftt*) 

. l>Ft'J >, X>rn^hu>, fcX75>, ia-Dr>y>, TR 
H. /07 1/7r^y7^'JW<F, 

( 2 ) ^^Dj0Gie»Mll/t^-ISg0iiTii:iIt5Ei© 
15 

±te (i) ojfecini, *few©ui:^-se«fc^r5u^>F** 

<D*5891©H:y*-$ 

6W£7ctt(2)^I/-fe:/7--lf — FT5DNA£, *5658© Hr 

20 

>F©&gfttBa«»?re#fcv> m y-tyf-msnoxzm) 

®^w©nr^-ge*&fiE«i#tza4Lsu-fe^-ses©* 
^^t7dD, (D K) *^©lyiz77-MeK£3-KT5DNAm® 
25 #lcS4L58S$-fr5^<bfc«k^T. (□) #*££ 3 iMfi 11*3801 

K-TSDNA*flrALI8S$-a-^lC, 
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&%\z&WtZ>ZLtteE\z c tot. 

Siting i*\ BP£, #f£W 

oi/-fe^-ses^=i-Kr^DNA«, 

-m;&w<Dmm^±\zMmTzmm<ni'm&&TS/&tz\zfemmtLT^mT: 

5 $>&. 

*%®(Di/-t7?-w&mt, Gme&'&m u±7?-w&mx $>% slc 
- csssrj 
tzits s 3 r) (375 y^K^ji/^;ratj6 o %(Dmm&tfm&>bnz>o 
*mmu±zt?- : g&n&&x$*mmv j t'j9-w&n'$:n-- ktsd 
io n A ti, (jg££) -ta,^ 

*;i (^ ja(S, mmwm. tiam. m^hu^. ^ 
3?3EOTfl5, , fft/M/B/ftftB 

. 0km&mm(7U)\,¥- • v$am - u^7t 

7U E) , 0TO£ck 

15 3>V^fc(i^(3WfflT^§ 0 

^s^0Mz7^-me»^±i2^^ • GTfem-fzmste. nm 
^tkizm-D x%mtx 2>z.ttfxtz> o 
— ^^B^0y-b7^-Ma«$:Zl-H-r'5DNA («T, ^0J0DN 
A£B§fEt'5«£-#&5) *89! 

20 0DNA£i£3£&3W3:l/ bu^l JIX'*? ? — , 7f7 y-'OUT.^y ^ — , 

AlfcE ^*^®»3t3£oTtS:4t'5^t^T€rS. *fgHJ0DNA(3:> ^0 
^€»^(iffim{$ii0/i00MM<i:<i:t)(3, ite^SHVVf Kay;l/ 
#7-x;U0=fcy&#7— 7JI/(c£oT&4'e#6» 

25 mz.\*. ®^0j0i/-fe7^-Mes^7c(^(D^i/-t7^-MeK ; &3i-H 

tSDNAtt, &g(3j£CT*t*£SSL£&^ # 7-fc;WW, X'J+ym 
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nzmt © . £ it zo&mwmxim □ 

«JiC&/BT#3o WXH, ®*%W<DUt77-S&n£fziZ®mi'’t7?~ 

fe»^n-Ft§DNA^4i#wt;iJ6bn§^0m s^i, mm 
5 m, ^k^;k b&jgsso. 

Jfifc:S*Sn5¥(£ffl*J&jn?SftTS H i CioTKiTrs z: ttfXZZ, 
KT-sfe©*!?**. 

10 7X n->7;*“7> f"btf>K 7bk7P7,©«£b&l££m iSHtt-k 
An -xoxotmmm, n->x?-7, -t z77>, 7 ;i^ >$?&£© £5 
ftEftBlK *^7U>K^*'>?A®<fc3fc«»3J,' ->3«, ¥L8£fcfcJ:ti- 
‘y#U>©J:3&ttl5fe3!l. ^A-5>K T^tyiSfdi^xU-Oi^ft 

M%m&mmmy-£)i'T'$>5m£iziz, ±m?< 

<DmmMj$mmttm7k<Dj:?&^t?ji'‘p<Dm&Min % a 

0£o azmmztc \mm $ ■ it * & £ ©as ©muss k: 

ttlfffl©7KtttLTll 0!l*.fc£, £S£i&7R 

> (0yxte\ D-v;i/kh-;k d- 

20 T>-h-;k fc£jWBv>e>n, m 

ah, 7)vn-)v m, jz?;-)U) , $ U7;io-;u (#k T’nifkk^'j 
3-;k 4tux^i/>^'jp-;k . (0t ^'Jv;k 

— h 8 0 ™, HCO-5 0) ^t'tlfflLTUk 011*. fcf 

> r/Tiflu *Siftfc£jWlil>5*l. MI!)^t^5^liSI^>yik 'O 
25 v^7;m-;i/^<!;i#ffflLTt>ctk 0 

£fc. ±!ETO • Sill #!*.«. Ill (01 AH, <J >£%&«& » 
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ith'J^AW) > mmm ( m i-#a, mm?n 

)\,U£) . 7xy-Mi*) , mt® 

5 

%LW}Qb (M7L&* 77h, W*. k7y, 79. *jy. *3, -f*, 1t;U& 
£) HWLTS4TS^t^T#S. 

^5£»yjK>Hr^-$e*©l9!«tt, *f^K3§> 

10 £fc£(::«J:Oggtt**a<. *§££&# ( 

6 0k g t L/T) Ct^TH — B£t>##?JO. lmg~100mg, $ff£L< 
(ir-J 1 . 0 ~ 5 Omg, «kO»*U<ti»l. 0~2 0mgm, IMlPftJ 
tclS4TSJS^tt, 1 ^K§§> «e«» 

£K:«fcoT ! bSfc3j&*, aWS9©»Tttii««Atf. Jg££J£# (6 

15 0 kgi LT) \Z&^T \t. -Bfco£i&0. 0 1~3 0mggg. »£!>< 

\tmo. l~2 0mgit> .fcOjifSKtt^O. l~10mggg£i*& 
attc«fcos-^Ts©d*ff»^T*s. 6 0kg^/toicm 

2js|g«©DNA©fi:4*«, S4M, Se#, &ttmte£\z& 

20 0MSJi*a^ «pfi:4©«^, HfiWKfllfcfcf, ££*!*# (6 0 kgi 
IT) £43HTtt, -Bl:o^0. lmg~10 0mg, $F£L<«*91. 0 
~ 5 Omg, J;0»*L<tt#9l. 0~20mgT^5. #gPM4t5 
*§£}*, 1 *f*KS, £tt, fi4»t'l:«J:oT 

&\x\z. *§£*£&# (60kg<ki 

25 T) -Bl^tSO. 0 1-3 0mgi«, ifSU<tt»0. 1 

~2 0mgSE iOffiKIJfiO. 1-1 Omgg££!frffi&ttK±gfi! 
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(3) 

^ 0 J©DNAtt, ^D-yitT^ffltSCdilCckO, khtfcWILft 
5 m yyb, 11*, k7y, 19, 11, <9, UVfcE) 

\Z & § *%W (D U iz 19 -w 6 ft S ft It* OUft^ll K £ u- - F 3* 5 D N 
A^fcttmRNAOS^ Gt£TS3?) £ i:^t5©T. fd;Ltf 

, KDNAifcttmRNAOftft. Wi385I®T^ iDNAS 

fc Jim R N A 0 if in $> Z> WiS85iiS#fc £0iR£ : P&#r3!l 
10 ^fSW©DNA^fflt^±l3©31ft J P^»rfi, WZ.it. — tf> 

/W^J^t'-yg^PCR-SSCPft (9*9$? 91 (Genomics) , 
g§5#, 8 7 4-8 7 91 (1 9 8 9f) , 1UI/—VHX • 
yatii' , 7*f$-'t^-t-1'l>HX-t^a— IXX- (Proceedings 
of the National Academy of Sciences of the United States of America) , 
15 18 6#, 2 7 6 6~2 7 7 OH ( 1 9 8 9*) ) 

S'ffc'&ttox# u — — >mk 

:fc589i®DNAfi, — 

KUBOSH 

WZ.it. (i) 4¥\ihm%W}^}(D®skm, (DftJt©B51g 
> ®»b¥IILfcI«feG<tti®. £fcfi (ii) 
3*fPJ©l/t7^-M6ft££te^®g&#^y^F©mRNAM£ii;tTS 
25 CiiCcfc-S. *f6WOly-fe^-$SK*fc«-5-0«B5^^H©5gM&^ 
4t $ it s f © x * u - - > mm £ mt 5 o 
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<n J:5lzL Tfffc -5 . 

(i) IEft*SW*£a ; fc7 J JU#fc h»i?LSI]^I (0IIAI& TtfX, 7-yh. ^7 
t7y, 79. O'y. *3, ^fx, U-;Ufc£, .fcOAfcWClifi^y 

5 K HEiT-i/X, WKflMttfl*-*. fi«*7tfXfc£) ll^LT, m Ztf. 

. jhueet*, mmMs sswMWxhi/x ( 

StKXM/X. l^yay;?. mm. &UK& £££#*. -]&% 
[km. *S^tt«fj&oTO (WZ.lt. ft. ffFtt. «£:£) 

CDmRNAte, m?UZ. ®#©^H=tOiBfla^bmRNA$raait> fr\X 
fcnaqManPCR&£®#ffi£ffl^S ZtlZ&VMm'TZ Z 
mzJ:Dy*?>7ny b&n'SZttz&QMVT-r&Ztb'VtZ. 

(i i) *5BMO L < K SfBSt* 5J&K& 

K©mR N A^IrHSC LTtl, £ Z £tf 

ly-fe y X -g 0 K * fc «■€■ ^ K ©fSS* £!E{fc $ it 3 4b 

20 ( i ) ie#** wiaatT^t hm&mmzftLT. ag^j&s^Miw 

Xhl/Xfc££4*5-:£IJSraffi (3 0^if7i^U2 49#f a m 
0#fflfcV>Ll 2B#fflffi, «kO»SL<ttll^Pflif*^b6I^Wi[) 
-3£«fWa (3 0#&fcHl,3B&, fftU<ttlW?ffiiaJa:ViU2aa, £D 
»Sb<ttlNPBa«:^U2 4I^Ma) , ffctMi^t^M^XH/X 
25 £mm\z&mk£®}&®5-L. (30#&&^L3B& 

, $f3^<ttllBra«fclr>L2B&, «k0ff*L<ttl«rlWaJa:^l/2 4l^ra 
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RNAS^ti, MVrTZZtlzkOftU'oZtrf'VS* 

(ii) MMfc&te*Bmizm'®mTzmzmmts®&mw*\zmszs. 

(iat^^L7gt, =to 

5 $?£L<&2 s^^u3 b^) , mmnib&mz$2iti?>*%m<Di''iz7* 

F0mRNA»^», MtirTZ ztiz£<0 ff 

^•5^t3&^€r«o 

io t-s^trr&o, «) *f8w©u-fe^“Sens^tt-5-0 

3 ^^ K052S«£if inSi** H <btc <k 0 , GgSR^SS Mr^-S 

7twj>ai, m 

f*]C a 2+ ifiSfL mf^cAMPM, mcGMP^, -f/vh-lPU > 
£££> lliffi^i. WtertgSKOU >g{t» C - f o s p 

(□) *^©U-b:^-geKSfca j E-©®^^K©5eM^«^$'& 

Kffc£<»£LT«:» 9>W7. it^zf^vmtS®, Stilts® 

* sgii££«jfc£a**tfs*u ^ns^ttttSfS^t^T^oTfciirib 
20 , ^©fc'&fcrefcoT &«£&>. 

tt&«g-rSfcJe)O^Ti£*tt?5:EII *te£E(0a*.tf7;k.y/W 

T-jpi-ji*-gg»g (jgA^) -t /ufr/utzu). wmt 

. mm, mmm m&. =?%&&*£* sxwmwi. ax&m 

25 **fe, &i1-3o?Sfc£) , 
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• mmmm) t lt % mr$> 

So 

*£9!©l/*:/*HgSR©£Se 

5 [0 0 6 7] 

*389i©X£ u— — 

*«£» S*¥aC€£oTRSI!lt‘5Jl<hd<‘e#S. 
±EL£*R91©l'i::/*-R6R&£WTSER£®«K:UTo RS!K ti-f 

io sci^nr^s.- 

^©«fc5tcLT»^n«®»JttR^TiS*ttT**Ot?, flIAtf, bh^Pf 
¥L$jti 7')/h, t'J/y, 7^, 7v, -r*, lt;i/& 

if) 5utms. 

»<k^«sfett-€-oaoa«n, 

15 b'tCcbDMSte&S^ HRWfcfclAli, JERJeJS# (6 0 

kgtlt) C^lriTtt. -BC^O. l~10 0mg, $f£L<tt#9l. 
0~ 5 Omg, <fcD$f£L<«#?Jl. 0-2 0mgT»5. #»PWl:fi4t 
*rO 1 *f^®8f§> Se#, RttfeltElZ =to 

TfeRftStfo «*.«, ^RsSeSL# (6 0 kgt 

20 l/t) -BH^tftO. 0 1~3 0mggg, fftL<^0. 

1 ~ 2 OmgSS, cbDffSLCte&O. 1~1 Omge®&»IRa»t«fcO 
S^TSOjWSteTfcS. te®SMfc©*£fc, 6 0 kga&Ol:JftILfct 
£&4TS;i brings. 

(5) *56^05 
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*f&W<DU-£ 

y^-s0K©aii8*^{cMiirs«ai *te£S(fl;u;f:r;i/'.y/w 

■?— (jg^SE) • (#J;U£ 

5 > Mffiifii. #£«»*, AI&4S 

, wmm/ftftwm&mMmmffi-m'kmwuz) 

> • m • u a-wmii), 

dtd<T?#a. 

10 ]&{kay!) : &&%B%(D Is-ty? -- SSS<D^Hg*^{dH®f 

-e#5. 

'y)vm -7^ ? nti-y-tumteiitVTMnmz, 

#, #ufc8J. BWB5!U £J£S0, £*>£-«£ 

s»e>nfe»9mifit5^$ns^ffl*^!iT®sirsji«i:c«koT»i3g'r 

ffiSK * 7°-fe ;U^J& £ K: &ftl$!l <t LTl£> ^JAif-tf^ 
^>, n->A*-3\ h7#>h. 7y\i7^A(D^otm^ni Blltt-fe 
)in-7(D^of3:mmu n->7?-7, -tf^x y^ymtzzv&o 
tsMttffl. Xx7U >KT^*^£A0J;5&i0ffi8l, S'afiK 
25 -y#U>©J:5fctt*JW. ^/\’-5>K 

±ie^-r 
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mX\t. ^S^tK 

5 . mtuz. D-v^kh-yk d- 

h— ;k mti-hWAteZ) UZifim^Zt u m 

7 ;m-;i/ (#k x^y-;k , M7)vn-)v (flu zf Dtfux^u 

x-;k ^'Jifl/>^U3-iW * («K ^'JVM 

— h 8 0 ™, HCO-5 0) &££0ffflLTt>£k. itiiLTtt, mtf 

££, ±fBTO • 0»J;Ui> SI«3J (fclxfcL u >$&£!», 

mthu^AM , «?i«j m .-? □ 

ft'OtlE) . (fclfcfcf. k >. ^Ux^k>^'Jn- 

15 ;k&£) , ^>v;i/7;m-;k 7i/-Mi*) > mm 

wssnfc&smttii#, 

o 

no±5»cUT»e>ns»a!itt*±-c«#ttT**o-p. t^i 

¥Lij4b (M*-fc£, 7'yh, t'7y, 75X ^'X *3, <7, 

20 . £) lCftbT&4T5£k*n:£5o 

»fc£#^fctt*©£©ft4*:«. «4*tau Se#» 

ISPS#o»^ -««K:0!l;Lfcf. JgftSgJSt# (6 0 
kgtLT) -B«#$J0. 1~1 0 Omg, *f?£L<(im. 

0~ 5 Omg, «fcD$f£L<tt*?Jl. 0~2 0mg^§. ^MiPWCa^-f 
25 #&R£, Rtt, S4£fcfc££«fco 

&Stffl©^Tttafc0!l*fc£, IgftffiJS# (6 0 kgi 
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l/T) 0 1 ~ 3 Omg@t, 0?£L<ttl|&O. 

l~2 0mgm £0$?£L<«;i$0. 1 ~ 1 OrngM^MWia 0 
®^Tzmw®&T°$>z> 0 m<Dmm<Dm$b, 6 0kg^fcDi:iiUci 

5 (6) *mn<DGWBn#'&mut7?-w&m\z-&-rz>'jfi>F<Dfem& 

Utf>KK#LT*g£tt&Wl7C^S0*T?, 
'J#> c tifi-znz. 

-rfcto-5, Kttft **5SWO 
Sut^TSS. 

(DAams r7vt^A;7'7t<j catsft^t. »sfp 4 9 

©AOi (#»&, BSfn 5 4 ^fgf?) 

15 (7) 

(7^Ah, <D7i7 ')-=.> if Hm 

fBH^£*£U Indite 

ctoT, 'J#> K£*58#®Ut:/*-$aK<t0ie£tt££ffc£1*£ft£& 
20 101 . 

t±E) i Ac ® m &$&* <fc < x * u - - > 5 c: t # 3 , 

(WAfcE. 7HFM. 7-fe^n'J>M, «rtCa 2+ ll« 
i»*IcAMP£fi£, *BlfirtcGMP^j«, 'ff'>b-Jl''J>8tm&. ttU&Hg 
25 naseifr, >SHt. c-fos pHOlST&i:S 
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(v^«0<5), f) . u\ 

(-) U^>Ht*56W©G$e*«SS!U-fe^-a0* 
5 (75:43. JrIB U) 

K £&«■£■©&£* Utf>F££S?ftk$-frfc*l‘a£ (ii) *56WOI^*fe^ 

MSHt) G < F ££«*?-©££* U tf > h*43«fctfii8ift: 

10 &®tZ&M2VrzM£t<D&®ZftteoZt1t®WLtTZ')X>\tt*%W 

#fPJJ07.^ u— — (i) £ (ii) ©•‘aCfcW'** 
SEMr:/^ — I0Il:^t5 U#> ^J&$y8W£ft75:<i:£ 

15 $J£GT. J£trf££££4f3££-t5o 

{c43tt-5. S*S^*&ill)£G. 

&{kt'#Z<£Gto£1t\t*<DM<DZ!7')--->'f%m* 

©SH»LfcU:tf>K&. 

fllSILfeU 
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b tz U -ft > F £ . ^0DNA$tft § £ £ <h 

c <£ o t wn± \z %m l tc ut -? ? -$ a k \z $» $ i±fd m& t , &n b & 
U^>K^«fctXlt»fl:^S:2|sf6W©DNA&^Wrs^Kfelft^*«*’r* 

5 ^<hlcJ:oTMlM±Cf6^bfc*f6WOHi^-aeKC»«$-&&*^ 

Visits, fil*UfcU5!f>h*©SH:^-SS*»’rSiie^JiSai^L. 
£ffc $ it S {fr&ftl £ £ tt-toifi© X X U -- > 

I HmSitTzmSt, *mMUt7?-W&n*%&fcT2>ik£V!J&J:Xfn 

n •;>$«. »Ca 2+ « IWcAMPM iirtcGMPM, 
15 ^/yh-iwj>iM> miifia »rties0'j>sift, c-f 
os<D?£i4ft, £88 

seu tbft-rsct&«pisfrsu^>h*t*56i8©niy^-se*t©*s 

20 -$aStfc2fr*U;tf>Kfc£) £*58W©DNA£^WT5^KIEft#£ig 
irr* £ t K«fc^> T«!!g±Kfg3I Lfc*S89i© U±7?S&mz&M2 i± 

*Sg^©DNA^W'TS^»teiftft:&«#-rsz:tHJ:oTlBBlfiBI±{Cfg31 

L'fe^B^©i/-fe7 p 7-^eK(c^tt$-B:rcJa'&^43^5, 

25 7?*r)>>wmm* 7±^no>mm. mm \hc 

a 2+ Mt, ifirtcAMPM »cGMPM <i / > 1 — U >Wt& 
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c-fos0 fittt pH® 

S U tf > H i$^®Hr^-S0Si®SDtt^ib^t5ftD 
*»££«•€■©*&©*£ U-->^?££ii#T5. 

5 Gsa**®au'-fe^-7 

zf-7. h$rX^ U-~>^T£^d. hfc£© 

GlSS^Si!H:^-Sa*S^ifi. 

u'Ci$ffiiku ! fo : £'&~c (—'-kT. 2 ')——>#) » 

(Ck hWGMSM^tSSHl7 P ^— IfiSt'J # > KfcOfcr&SBL^S^'S 
10 7^£:i6HSt' ; 2>i££& (—^7^ U — ->&) SBB&, BM%.ttte 

/7 ij — - -S^k^SilTabo^o 

15 ctoT, — 'JkTsV u— 

D— — >^TS££ 

S5C* 7^U-k>^nfcMA ? 7^X 

h^&fflffitcawrs - 

Xtt, 36K££WT5&0^&*'l£fa : ft® ! fc>© 

LfrU #Ct h*3feORSttA^^S*THHfeIl 
25 itzyy h*^<DI/-k7^-$SM^H^jiLTV^„ 
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fg0J<DD N A ^ d t i:J: 0 fr& o Cl L 

NASrffl^Tfcck^o Ff£DNA#rtt-£?g 

5 iiWt:iAL« fc<58S$#Sfc«>Ctt, ^D NASH'S: 

(nuclear 

polyhedrosis virus ; N P V) cD/Jn'Ja K U >7 p o ; &“^“» S V 4 0 Ei35l5<£> 
1/ .ho«M 

10 SRo^Pt-^-^^OTaECifl^iitrOd^SU^o ^LfcU-tZf?- 

3 Cl t&T?%Z>o XlK (Nambi 

, p. £>, if • v-f — ^*;i/ • Or? • rt-Uruz?fj)]f dr 5. 7, h u— (J. Biol. Chem. 

) . 267#, 19555~19559H. 1992^] CiE0©:£SK:fi£o Tff fc O Z. ttfT't Z> 

o 

15 Lfc^ot, U— — ^101/t^-I 

S feoi UTfi, -ttig^ftlo^rffi^rpTlSia Ufe Hr 

20 Sills W^fk h*. *»TU>fc£TB£fc 

UTfc.fctrS. 

*5g0©Hr^-geK&^Wr5IIBI!atLTtt, ®EHrl/*-$eK£ 

*ji®, ism*, a#, m 

Potter- 
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<7- 'J 

'J ho> (Kinematicattg) Wy^VT, 

tz £TSPJE 7 Xfrti' $ i£S C t C«fc 5 flBfrfc Zlfilb 

5 Mx.lt, (5 0 0 

r pm~ 3 0 0 0 r pm) (il#> $J 1 #~ 10#) ±?f 5: 

$ b {IiSi3! (1 5 0 0 0 r p m~ 3 0 0 0 0 r pm) 3 0 #~ 2 

&L. 1#bn?>a:3S$rlliii#<i:-r^o »#!«#*»;:«* 565UfcU-fe^-$ 

lamsi^fco i o 3 ~i o 8 ft^-v&z>mws.v<, 1 o 5 ~i o 7 #^-e&& 
<7>7WiiT£5o fcis. 5BM^^et'Wli#afcO©U^>KIIS^Stt ( 
jt«tt) «<&o, mmmtez? ')-->y&nmm^m\zti.z>itfro-T? 
&<, m—uy bX°*m(DUn : $:Mj£-T?£Z>£?lZ?3LZ>o 
15 U#> K£*39i©M::7*-aeK£©l8£te£3fc3it-5<b£#l£** 

U-“>^rs±E©®MD&^Jfi*rsfc»ttt, 0»J*J£, 3*£& 
MSK®#<h, «*LfcUtf>Ftf&S'r*5. 

20 IW©gtt£tt, '>^;M*lR£3fefflfc£ 

«»UfcU^>h'tbT«, S3ILfcD;tf>K* 

0O*.t* c 3 h) , c i25 n . ( 14 c) , ( 35 s) & 
znmm s nfc u # > h* fc £jwb s ns . 

25 m&WtCte, Utf>K£*f&E©lHr7*-3fiR£©llS£tt£3*fc£ii:£ 
U-->^&ff*:'5»wtt, £'f*S69i©H:'7*— gSR&£W 
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zztlz&<0 l't'7?— MBKffiFa&m^irZo Ay 77 — fctt, pH4~l 
0 (I^L<ttpH6-8) ®'J>iA'7 77- h'JX-MA'y7 7-ft 

£© u # > f <h -msk t (D&szmm v & wt >y 7 7 

5 CHAPS, Twe 

en-80™ (H-7h7Xt) , '7^F^>, 1/- Ffc£©# 

®£M£Ay77-KJn*£C<!:t>T'£So ^nf7-f t«k5U 

t^-^ l Jf>HO^M5@WTPMSF, E — 6 4 

K^KW^IS) , 'V?7.* s f-yts.EO'JuT7— femM»Snf5C 

10 0. 0 lm 1 ~1 0ml OKU ’7*Hg»EK:. -j£* (5 0 0 0 

c pm~ 5 0 0 0 0 0 c pm) U # > FS^JOL, ^C1 0' 4 M 

~1 0- 10 MO|SC^t^tl$r*#$-fr5»o (NSB) £*D3fca6 

^b5 0t:, g£L<te&4‘C^e>3 7CT, m2 0ftfrt>2 4mm, M£L 
15 <tt#93 0^*^3I^Mff5. Sffig, A'^llllTliSU M©EA 

7 7 7-wim u- 

'>3 

©#£>F(B 0 ) (NSB) £§|l>fc#£>F (B 0 — N S 

B) SI 0 0%iLfcB#, (B-NSB) #, 5 0%£( 

20 Tfcfc* WJMfc£*&£»ffilMi&*©*5£»tt»£ UTSftTS C t 

5. 

•J u 

— — >^T5±SBO@~©O^rffiSmtt*5fc0tCii, U-t.'JP—W 

eHs^r««eiia*a*fiH4 (mtf, 77 *f>kjs«, u >$m 

25 , m^Cajiil, IWcAMPM, »cGMPM 'f/isb-JU 

U Mfig SK© <J >M<K, c - f o s <Dft&ik 
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;ptv- F^tcJ&at-rs. 

&££»iraLT-5fcl$M^ >+a^- F Lfel, «Ufi&tta*5Utt±»aE* 
@jrlt, 4j*ufciS«i&’tn-€ r n©*sft:aeoTjg*Ts. awsswaMStt© 
(«*.«, 77+F>t!it‘) 0>£j5fc*«. Mfla^WTS^ 
»*K<fcoTtt£B«fcS£tt, »»*B*tC»-r*lfl#S0*«JlOLT7y-fe 
10 £fc. c AMP^«JM^:<i:<DfiH4(CO^T^, 

£ LT&mTS £ £j&*T?#*o 

a * sfesi b fciiBJis^ST* * . *se w© u-t --£ a k ssss u fc#iis 
15 <hbT«. H&aBoasu 

BU-fe^-aaKSf6BLfcl«fi«c3a:£^M*b^o 

0H*.fcf. ^75PF\ 

^■jdcfl^w, #w&«iaj8L WMtm 

^£*L &&0>{fr&4Sn?*o 

20 Tfc«fc^ 

J t<D&<D7>9'J-->#m*-y htt, *nmo)U±7*'-&&1&. #fgBJ5£>I/ 
t^-aaKs^wr swift* sfctt^Bou-fe^-gaK^wrs 

25 + &©fc©A**tf5n3. 

1. 
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Hanks’ Balanced Salt Solution W’Jn &») \z. 0. 0 5 
)\ ('>^*7&SS) ^Jp^t)©. 

?LS0. 4 5 4 GT&TyT 

5 ^rWULTfeA^o 

(DG$a l/-fe 7 °^ -^d d d 

1 2^71/- MC 5 

XI OWTXtML, 3 7t, 5%C0 2 , 9 5%ai rt20f B 1igiLfc 

t>0o 

10 (Dm Utf>F 

miS0 ( 3 H) , ( 126 I) , C 14 C] . ( 35 S) fiMW;W>F 

*»«©tti©fcOS4t*5Utt - 2 OrCTftfifL, 

tCT 1 

15 Utf>F£0. 1 % I »lfinjf7;U7S> ('>^7ft£D £^tfPBST'lmM 

2. 

®1 2^1fi«»*fflyu-htCTiS*Lfc2t:^0U-t^-SaKfS^CH 
om$\ 1 m 1 T 2 49 0til 

20 ^ftlCiPASo 

©1 0" 3 ~1 O~ lo M0l£®^fc£tl»£5 U 1 JP*fc&. g»U #>K£ 5 

u\iB7L. ifiCTififiaisis^ts. 

£tt®ftfc>9Cl 0" 3 M©U^>H^5 u 1 JPX.T43< 0 
©s«£i&£u imi0WWT3 0W5o aeiiac*g^Lfes 
25 fiUtf>K£0. 2N NaOH- 1 fcSDSTiSjRU 4m 1 (DWfci/'s^V 
-7-A (frftiwm) 
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Percent Maximum Binding (PMB) C^l) Tj}c£>&. 

Cftl] 

PMB= [ (B-NSB) / (B 0 — N S B) ] X100 
5 PMB .-Percent Maximum Binding 
B : &&£l!Q7Lfcf%<DM. 

NSB : Non-specific Binding (^#SW^ , ol) 

B o : ***§-&* 

<«Afc£, 77+P>«»*, 7tf^iJ> 
illl, *ftCa 2+ ilf§I, WcAMPm McGMPM, </'> 
h-;m ttiiftrtsaKou >g^, c-foso 

(v»t>«>*, ^wou-fe^-aaRJc^-rsT^-xh) , (□) m 

U*b«$>5» *%Wou±-7?-W&mztt? 

ZT>?J-Zh) , (A) 

a«£0M^j£^T6fcim *SWi (~) 'J^>K<h$^©GI0 

*>a*, 

, se»££«ffc£tf*tfsn. 

htt, *58w©u-t^-sa 
25 mizttT$vx>i<mTz£.m?s&£mm<Dftm&WLT^z<DT, mux 
>FismzjfcVT££TMm&fcmmtLTtfm-c&Zo 
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-hit* 

w& n tc&r 5 y is > k s £M-r s £ £ * ©t, » u 

Mz.it. *mmmmz.it7)vy/\'('?'-m 
(jg££) -ta^/u^k (0g*.tf, mil 

M. Mffijfil, AX&$g«, 

, fR/wBmftMm&mz.itm&m-m&Mmu£). &m 
io &mm(7U)i3r- • «& • uaw^t*). mgt§§-£S(m«ifcffi^->k 
E*-3»Me • 

U # > F t ^BJ0 G g a »^!SS 1/i: P H £ A £M4> £ it 

zit&mt. *mm<oi''i r^-iejrcwta u **> 

M'> 3 i* 5 fc ft <D£:£Tig#te .& 

fllAfcf, ±ELfc*f8W©Hr^-Se*^ 
&$K *7°-fe;U3t i'J^'>;i^J, 

;i/»j, &»&»?£. 

20 Z.(D£?lZbTmzn%mMi$£±T*l&m&T’$>Z>(DT\ 0!IAfc£. t h^»i 
¥LMl (0!l*tf, 77K ^7tMX t7A 7*, 7 is, *3, 

Mi #&»& &4A&& 

££«£!) HiPfi:4©«^> -«Wfc«IAtf, Jg£SEJ&# (6 0 

25 kgil/T) CiSViTtt. — BICO#$JO. 1 ~ 1 0 Omg, $?£ L< lift 1 . 
0~ 5 Omg, «fcO»SL<tiiKll. 0~2 0mgT&3 o IMiPWKlig-rt 
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Tfca&sa*. a^oituis^ii £&£&$ ( 60 kgt 

LT) — EUC7>#$J0. 0 1~3 Omggg, £jP£L<tt$J0. 

1 ~ 2 OmgSS, 1~1 Omg§S$r#Mait(C=bO 

5 S©J&*#fB-aT&5. te©*^©*^. 6 0 kgys&Ofc&JfLfc* 

(8) :fcS83H©GaSR#®l!l''fe^'--$&St£ , J #>F£©^-n&£^{t 
(73 *-xk 7>^^xh) 

10 *56W©^'fe^-SeKt4WJ6©t*0. 09*tf*ffi«Rfc££#rt^H 

£#'©Mfcaai£*fcLW5£#;te>ns. a^x. *f6^©M:^— . 

%<£&%} (7^xxk 7>? j=.a 
h) a, *5ew©Mr^*-aaK©»®^cM*Ts^a©TO*<k^/ 

15 R<k^«&*few©M:^^-sa*©«ffi^cMa'r*«a 

4»®^a(w^.Ji7;ww*7— jpi-aa*-8 EARR (JEASe) ♦ xA/^A*fc:£) 

, *;wE>m©g§a ttpmiar. fcaamiL imamim ^sa* 

^f±. AXt8:M*¥&* fLit^oR&i:) , 

09AfcMmj&-«£i*3fc£>* «&£B(7iwi^- • «a • u ^77&£ 
20 ) , aauaajs (« a wra juleese • ^m± • • ftiiit^) #) © * # 

#5o 

09*fc£* Rffc^Wi* &S££t;T«#£;aL&«6SU tiZfiDVM. X»J* 
'>;U^|J, 7^a#7irJUaj&<H<hLTMPf$^ &*Wi7kfcb<J*£ft£J l 

25 ^©a^wtfiFatasat©aatt»a» £fctt»»»fflfc£©&wa 9 ©JB 
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m&n. ^h7;k E&ffft l IS □ ic-j&k 

mtb s ^t\z^ 

n->x*-3\ h^tf>K 75lf7:lA©<k5fci&&aK JEStt-t 
;bn-X£>=fc7&«£>b 3->X^-3S if^X TMM^K&^O.k'S 
tsMViM^ XfT'J >i’?^y^7AO<t3/j:i?I^J, '>3#. ?L$S££:«1t 
y#U>®«fc5&tt5feJM» ^A-5>K 7#^ /«fc«^xU-cDck'5& 
10 ±IB5"f 

e> i:iiOck -5 5. 

is v (nx\t, D-v^t*h-jk d- 

T>: ih-Jk i&fc^h'JOA&i*) SMsfcj8#»iM>i> m 

X.U. 7)ln-)l W. x.2J-)V) , jfs')7)\,n-)l (&L -?n¥U>if') 

n-)i. #>jj:7u>'fvzi-)i') , }M-t>&$mmm\ m. ^uvjk 
— b 8 0 ™, HCO-50) iftttStiiUTtt, M *.« 

20 , J7t, &&&£&'<> 

'J)V7)Vn — )VU £ £0Mi LX t> £ k„ 

£fc, ±12^1® • i&*3!lte» 0HAI& 3fflr$>J (F(IA«\ 'J & 

mi-h')OAmmm . ^i^fb^j (m«, h^>^x^a, ^7°d 
*K>&a , ££jw (m&\ hMTO/$x #ux^u>^un- 

25 )\ SUE) . mi-M (0J;U^ ^>'7)U7)UD-) 1/, 7i/-Mt*) . B&ftBfr 
itJHfc££E£bTt>«fc^. 
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2*15 o 

m?UX, kh^n# 

%>mm 7-;k ky v. 7 ^, 7-x 

£) K#LT»#-rs;i£j&«T£<5o 
5 j^Mg. £«, 

£(;:,£ DISH*** 5#. «P19:4©*^ -«W£0!l;LWr, £££&# (6 0 
kgkLT) -0l:ofl5O.l~lOOmg > $?£U< tttt 1 . 

0~ 5 Omg, «k«9$?£L<te$Jl . 0~20mgT&3„ Ma^HCS-S-T 
-€■© 1 ®S#*tta4^ &tt&ts.E\Z ^ 

io t **&*#. mz.\i. (6 0 kgk 

LT) C43tr>Ttt, 0 1~3 Omgi^, $?f:t,<tttt0. 

1 ~ 2 Omgil, £D$?£l,<te$j0. 1~ 1 OmgS®$»aRaitK:iO 
ft#-rs ©*«$?»£-?* 5 . mam %©*§-&*>, 6 0kg ^tzoizmnLtzm 

15 (9) 

ft 

*few© u±7?-w&n&&mmzmmTz> z t&vtz 

<DX\ #*fett4 , ©*£9i©U-fe7 , *--fteit©j£ft. 

%mz< kZ%m&£lzfcMTZ>zt&’?£&. *ffi. Pitt, W7i\i. 

20 (i) wkm&&&mm{ti'’t'79--w&nt$:&GmzR 

W$iW\Z&'&LtzWM\kV±zf 9 — $ew©fij£-£$j^-r5::k£# 
ist-rstjEttaj+o+fg^onz^-saR©^*^ 

fct# t s waftttwcs&s iktz<D% , ^gg{katt±©aaisoo»tt 

25 £ t &&Wlt't2>Wltilf&$><D*&m<D £ 

aurrs. 


BNSOOCID: <WO__0O«048A1 j_» 



WO 00/49046 


73 


PCT / JPOO/00927 


±ts Oi) fcisvsTtt. 

mwrr z> <otn m ® u -t 7 ? - $ a it © c c s j&f -5 

u». 

*□-: (ETF* *3^®^ 

ssje^fr^^sa*', ffll»lfefi«fc«t5ttW&fT3a:'5^<i:t)T?€r5. ^tlb© 
SWCit Ja#^-t© s &®£ffiVvr%>«fc<, F ( a b ’ ) 2 , 

Fab’, a *f893©Mr:7*-$aKK:*|- 

#£®RSn*^€rfc©Tttfc<, 

10 iuKlto (PUtf, P-fe^-$e»*) CtfJfcLfcffi#:, ft®*) L< «#[#:- 
iriKi & {*© ft £{fc W i: fc SilWfg 1C ck 0 &iti L . - ft £« 2DM© in0 
srstns o*airsai«feT*n«. ^rti 
®iffil^^«rfflUT%)«kVi. mx.lt* ^7n^h'J“ %i£m, -fAStb'Jy 

15 T5-tb> K-r 

mz.it* 

7tm* mm * wtv. m* f&ytmntnnfimKznz. m^nujtmtLTit 
.mz.it. c i25 n, c i3i n, c 3 h] , c i4 c] fc^m^ft*. ± 
tBSMSStlyni, ^-ritStt®*#^fe®7bW^L<, mz.lt* 8-13v9 

20 h 'yy—i£* i* 7JWJ7tX77^-t\ K—tti/# 

— tf. u>rf»j»7K*»3S*t*^^&ns. mz.it, 7 

)b*U7*t! $>* 7)b*lsyt>^Vttis'7*--bt3i£tfmit'Z>nZo %ft 

vmtLTiz. mz.it* ;U5/-;k ;i^y-;PS§3Mk )Ws7x.')>* )vy 

'f-ytzEtfm'^nz* tm\z. fafo$>z^immtmm\t(D®i£iz\izr 

25 ; ?>-7\Zi?>%&m' : S>Zth'V$Z. 

ttmtozwtSi#o>*m{£iz^Tit* 
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74 

7JJU-X. T+7b7>, -fe^P 

-*fc£OTgtt£»g. h\ '>>Jn>^© 

5 lt> £ p— ir)lifi&\zVtik1ti 

iS£-fr (2&RJ&) fc®^ ^gffcfifr±©gB»J©ffitt£«5fcT*£<!:K:<k 

i;2^S^«5S©J®^(CtT^oTfe, £fc, 0^Cfr*oT i fe«fc^LI^W&i’ 
io bLTfT7ioTt)<fc^o g0<b»j*«fc^»{k©^fett±ffi©^n^ci|ii;s 

Z.ttf-CZZ> 0 

Sfc. ■y->H<y^tc«kSft3Sa^ffit*^T, 0ffiJ8iri#*3WagB 

$ -ar^^CD 1 «n? 2 i*K±OR#0il^« V'T t> £ 

15 "j^\z^\y j E^9— : ^B’s.(DmM.mz^x\t, i & 

2^J5lSlcfflV^nsK#:tt> 0;tti, 2^S^Tffl^btl-5tfi^ H?7 

*-geg©c*a&®»-rsg&. #£b< 

#3 0 M£*rm> ttgg4«©K®i:g0fit®i:&trtfr^LT0^WfCJE^ 
£i ±fc©%. 5feE£©g»fiUSC<>:(F) £tt#£*g£Lfcggffi0 (B) 

25 gb (B/F#«) , B, FVvfnj&'©g»*£05tU ttgg«f*©ttgg* 
izm?z>0 *Kfomz\$. B/F*^UX 
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ffl 2 Mi btl§. 

5 **wa, 

v^-rn^co 

(Dtt&yaLfr'&btlZz^MulZ fe U— *f- - 1/ —if— * 7 □ * 

h 'J-J5:i'«llffl^bn§. 

£tctz^<D&<Dmfe%$:mm'?ni££^o znzn-tetote&m^&nftmiz. 

o^nt, mm, &m/£ e g&mr &££&?&& m ah, ah nm ^ 
V-t^KJJv^L^ (list, HSfn4 9^fgfr) , AH W® W??** 
A /7-yt<) (Utifctt, BSf05 4^fT) > 5/H^i&e»a 
20 j <E##R, WfB5 3^ffifr) , EJHSfei&fcli (ff§2® 

) (E9**K. BBW5 7^fgfr) . 5/ll£i&5« (^ 3 MS 

) (E¥#l& BHfn 6 2 $56fr ) , r^v 7 X-4>-X>y ; E;y- (Methods 
in ENZYMOLOGY) j Vol. 70(Immunochemical Techniques (Part A)), |SJ# Vol. 
73 (Immunochemical Techniques (Part B)) , |n[ H Vol. 74 (Immunochemical 

25 Techniques (Part 0) , |WJ # Vol. 84 (Immunochemical Techniques (Part 
D:Selected Immunoassays)), 1^# Vol. 92 (Immunochemical Techniques (Part 
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E: Monoclonal Antibodies and General Immunoassay Methods)), I°l1t Vol. 
121 (Immunochemical Techniques (Part I:Hybridoma Technology and Monoclonal 
Antibodies)) (J£U, v . 

*g&£) -t AjfrhjtzE). *)v : e>%<Dmm (^j^.^, stusffljuu 
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CHO-KlSBiaiC^Abfeo 10 mg^y^AS FDNA&U 
20 »J££U.24l$Mfl&K:5 x 10 5 i;£:te:l x 1O 6 ®0CHO-K1M£MG£:1O cmv 

10X^7 vMtfam^tfDMEM^-eiSFp^SGfe^, 

L, ji^MT^-SlO^Ov^^JfilfiRtXlmg/il G418&^tJDMEMi&fflST«*L/ 
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0ffiMfc£U 3^7P-> (#5, # 2 8) fcjiftLfc. 


BNSOOCID; <WO 0049046A1J_> 



WO 00/49046 


PCT/JP00/00927 


9 1 


(Dm. &*tl <=> &3- Kf 5 jJ? (WAH DNA, RNA 

5 ££OTftb©t5§aI&) tt, (DU#>F (7zf-Xh) oftjg, (DfiMteJitf 

n tc ut -ms 7 v t < % <d mm t <d x ? u - - > 9 

. >J #> K • V'\i~f ^ — £ 0l£t£(c K b 'y ^7 

•tf< >0^M> ©it£^^#r !::£#&:/□ — 7^P cr^ 7<7- CDffr&CDfc 

10 *©&&, ©h7>XyxZy 


BNSDOCID: <WO 0049046A1 _l_> 



WO 00/49046 


92 


PCT/JPOO/00927 


m # <d is a 

= j mm y£^rr £ c t ■z%fWLt-?z>m.&n&tz\**t<D&. 

U7;7l^7Ko 

4. DNAT&Si»:£^3fEi£0$U2£l/:*7H, 

5. SB^JS^: 2TS$tl^mSiB^JSrW7^)it5)<^3IE«0#U^^U^7 

Ho 

io 6. s»^3@E«0^u^^ 1/^-7 

8. §t^miE«0geit££/&i*L& 

S C £ 3tt#>S 1 IE«0g^»^fe«^0^0SS3gfeo 

9 . m$tm 1 IE«0MSK b < 2 fE«0^^77 H 
15 \ztt-?Z>%ifc 0 

im9tm,<D$\foo 

ii. m&m9mmofct£$:^LTtiz>&mm. 

1 2. ^^lfEm0Ma» : bL<fiW5|cJ12IE®0^^77HS7 t c«^0 
20 m.&m^zzt\z&K>mt>noz>m^ i mM<Dm&n%.tzi*^<Dmztt-?z> 

>J^>Ho 

13. tt^l 2fE®0U#>F£^WLT&6glg. 

1 4. ^]lllBit0MaKfcL<«il^2IE«0^^7^HSfe^0 

25 > H0^^^. 

1 5. M^lEic0$S» ; foU<«it^2IBic0SB^77H^^ii^0 


BNSOOCID: <WO 0049046A1 _l_» 



WO 00/49046 


93 


PCT/JPOO/00927 


u J3> h tm&m 1 fB3$©^i3K£fcte^©i££ 

1 7. SfjfcBl 5 8H*0X^U-->^SSfcH»^9il 6E«©X*IJ“ 

->x/BT'.y bzm^Tmzn-oz. ')%>b£mikmitzm<DW&M%rcte 

1 8. aw&si emmoxt')- 

10 =L>!fm*ryb&m^Xfte>M2>. U F <htt^ 1 fB*fc©MeM2;fc« 

^<Dm.£<D&£&*mk2Kz>ik'&W£rzu*:<D&z^LTUz>mm, 

1 9. »#^3B*©7i^J2*kT^F<!:/VfX h'J>yx>hWTtA 

-f X U X-T XT 3 #'J77 l/TT F. 

2 0 . W3c3? 3 E*0tf U * * UT3 1 F OTO-S&S 

15 ^TLT&ST'JX^I/TTFo 

2 1. mimzmm<ni£'} £**&&£ 
-rzmatm 1 iBm©Ma»©mRN Aoti^fc 
2 2. B3fc£9E*0ffi#£ffl^5;i££ftfS<hTSB3fcmB*©$aif© 
£S2fS. 

20 2 3. m&m2 lSfctt«^2 ££&&&£?& 

»3$® 1 E*©M*©«Bj&SM*TS£«©&tf:£i£. 

24. B3R£2 lE«©5£*:£&£JB^S£££ft»£T*, tU£01B«© 

2 5. 2E*©£S#S£ffl^*;:££«F*£TS, ttll&KfcWS 

25 mm i E«©se«*&3E<k$-&M^»sfctt-€*©ia©x^ u -->x^ 

So 


BNSDOCID: <WO 0049046A1J_> 



WO 00/49046 


94 


PCT/JP00/00927 


2 6 . 3 *$£ 1 

2 7. »^]®2 *B1IM*£J3 


BNSOOClD: <WO 0049046A1_I_> 


him 



WO 00/49046 


1/3 


PCT/JP00/00927 


m 1 


10 20 30 40 50 60 
ATGAATCCAT TTCATGCATC TTGTTGGAAC ACCTCTGCCG AACTTTTAAA CAAATCCTGG 
METAsnProP heHisAlaSe rCysTrpAsn ThrSerAlaG luLeuLeuAs nLysSerTrp 

70 80 90 100 110 120 
AATAAAGAGT TTGCTTATCA AACTGCCAGT GTGGTAGATA CAGTCATCCT CCCTTCCATG 
AsnLysGluP heAlaTyrGl nThrAlaSer ValValAspT hrVal 1 1 eLe uProSerMET 

130 140 150 160 170 180 
ATTGGGATTA TCTGTTCAAC AGGGCTGGTT GGCAACATCC TCATTGTATT CACTATAATA 
IleGlyllel leCysSerTh rGlyLeuVal GlyAsnlleL eulleValPh eThrllelle 

190 200 210 220 230 240 
AGATCCAGGA AAAAAACAGT CCCTGACATC TATATCTGCA ACCTGGCTGT GGCTGATTTG 
ArgSerArgL ysLysThrVa IProAspIle TyrlleCysA snLeuAlaVa lAlaAspLeu 

250 260 270 280 290 300 
GTCCACATAG TTGGAATGCC TTTTCTTATT CACCAATGGG CCCGAGGGGG AGAGTGGGTG 
ValHisI leV alGlyMETPr oPheLeuIle HisGlnTrpA laArgGlyGl yGluTrpVal 

310 320 330 340 350 360 
TTTGGGGGGC CTCTCTGCAC CATCATCACA TCCCTGGATA CTTGTAACCA ATTTGCCTGT 
PheGlyGlyP roLeuCysTh rllelleThr SerLeuAspT hrCysAsnGl nPheAlaCys 

370 380 390 400 410 420 
AGTGCCATCA TGACTGTAAT GAGTGTGGAC AGGTACTTTG CCCTCGTCCA ACCATTTCGA 
SerAlalleM ETThrValME TSerValAsp ArgTyrPheA laLeuValGl nProPheArg 

430 440 450 460 470 480 
CTGACACGTT GGAGAACAAG GTACAAGACC ATCCGGATCA ATTTGGGCCT TTGGGCAGCT 
LeuThrArgT rpArgThrAr gTyrLysThr IleArgIleA snLeuGlyLe uTrpAlaAla 

490 500 510 520 530 540 
TCCTTTATCC TGGCATTGCC TGTCTGGGTC TACTCGAAGG TCATCAAATT TAAAGACGGT 
SerPhelleL euAlaLeuPr oValTrpVal TyrSerLysV allleLysPh eLysAspGly 
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2 


550 560 570 580 590 600 
GTTGAGAGTT GTGCTTTTGA TTTGACATCC CCTGACGATG TACTCTGGTA TACACTTTAT 
ValGluSerC ysAlaPheAs pLeuThrSer ProAspAspV alLeuTrpTy rThrLeuTyr 

610 620 630 640 650 660 
TTGACGATAA CAACTTTTTT TTTCCCTCTA CCCTTGATTT TGGTGTGCTA TATTTTAATT 
LeuThrlleT hrThrPhePh ePheProLeu ProLeuIleL euValCysTy rlleLeuIle 

670 680 690 700 710 720 
TTATGCTATA CTTGGGAGAT GTATCAACAG AATAAGGATG CCAGATGCTG CAATCCCAGT 
LeuCysTyrT hrTrpGIuME TTyrGlnGln AsnLysAspA UArgCysCy sAsnProSer 

730 740 750 760 770 780 
GTACCAAAAC AGAGAGTGAT GAAGTTGACA AAGATGGTGC TGGTGCTGGT GGTAGTCTTT 
ValProLysG InArgYalME TLysLeuThr LysMETValL euValLeuVa lValValPhe 

790 800 810 820 830 840 
ATCCTGAGTG CTGCCCCTTA TCATGTGATA CAACTGGTGA ACTTACAGAT GGAACAGCCC 
IleLeuSerA laAlaProTy rHisVallle GlnLeuValA snLeuGlnME TGluGlnPro 

850 860 870 880 890 900 
ACACTGGCCT TCTATGTGGG TTATTACCTC TCCATCTGTC TCAGCTATGC CAGCAGCAGC 
ThrLeuAlaP heTyrValGl yTyrTyrLeu SerlleCysL euSerTyrAl aSerSerSer 

910 920 930 940 950 960 
ATTAACCCTT TTCTCTACAT CCTGCTGAGT GGAAATTTCC AGAAACGTCT GCCTCAAATC 
IleAsnProP heLeuTyrll eLeuLeuSer GlyAsnPheG InLysArgLe uProGlnlle 

970 980 990 1000 1010 1020 
CAAAGAAGAG CGACTGAGAA GGAAATCAAC AATATGGGAA ACACTCTGAA ATCACACTTT 
GlnArgArgA laThrGluLy sGluIleAsn AsnMETGlyA snThrLeuLy sSerHisPhe 

1030 

TAG 

*** 
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SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel G Protein Coupled Receptor Protein and Its DNA 

<130> 2590WO0P 

<150> JP 11-041336 

<1 5 1> 1999-02-19 

<150> JP 11-125768 

<1 5 1> 1999-05-06 

<160> 4 

< 2 1 0 > 1 

<21 1> 340 

<2 1 2> PRT 

<2 1 3> Human 

<400> 1 


Met 

Asn 

Pro 

Phe 

His 

Ala 

Ser 

Cys 

Trp 

Asn 

Thr 

Ser 

Ala 

Glu 

Leu 

Leu 





5 





10 





15 


Asn 

Lys 

Ser 

Trp 

Asn 

Lys 

Glu 

Phe 

Ala 

Tyr 

Gin 

Thr 

Ala 

Ser 

Val 

Val 




20 





25 





30 



Asp 

Thr 

Val 

lie 

Leu 

Pro 

Ser 

Met 

He 

Gly 

He 

He 

Cys 

Ser 

Thr 

Gly 



35 





40 





45 




Leu 

Val 

Gly 

Asn 

lie 

Leu 

lie 

Val 

Phe 

Thr 

He 

lie 

Arg 

Ser 

Arg 

Lys 


50 





55 





60 





Lys 

Thr 

Val 

Pro 

Asp 

He 

Tyr 

He 

Cys 

Asn 

Leu 

Ala 

Val 

Ala 

Asp 

Leu 

65 





70 





75 





80 

Val 

His 

lie 

Val 

Gly 

Met 

Pro 

Phe 

Leu 

lie 

His 

Gin 

Trp 

Ala 

Arg 

Gly 





85 





90 





95 


Gly 

Glu 

Trp 

Val 

Phe 

Gly 

Gly 

Pro 

Leu 

Cys 

Thr 

lie 

He 

Thr 

Ser 

Leu 
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100 105 110 

Asp Thr Cys Asn Gin Phe Ala Cys Ser Ala lie Met Thr Val Met Ser 
115 120 125 

Val Asp Arg Tyr Phe Ala Leu Val Gin Pro Phe Arg Leu Thr Arg Trp 
130 135 140 

Arg Thr Arg Tyr Lys Thr lie Arg lie Asn Leu Gly Leu Trp Ala Ala 

145 150 155 160 

Ser Phe lie Leu Ala Leu Pro Val Trp Val Tyr Ser Lys Val He Lys 

165 170 175 

Phe Lys Asp Gly Val Glu Ser Cys Ala Phe Asp Leu Thr Ser Pro Asp 
180 185 190 

Asp Val Leu Trp Tyr Thr Leu Tyr Leu Thr lie Thr Thr Phe Phe Phe 
195 200 205 

Pro Leu Pro Leu lie Leu Val Cys Tyr lie Leu lie Leu Cys Tyr Thr 
210 215 220 

Trp Glu Met Tyr Gin Gin Asn Lys Asp Ala Arg Cys Cys Asn Pro Ser 

225 230 235 240 

Val Pro Lys Gin Arg Val Met Lys Leu Thr Lys Met Val Leu Val Leu 

245 250 255 

Val Val Val Phe He Leu Ser Ala Ala Pro Tyr His Val He Gin Leu 
260 265 270 

Val Asn Leu Gin Met Glu Gin Pro Thr Leu Ala Phe Tyr Val Gly Tyr 
275 280 285 

Tyr Leu Ser lie Cys Leu Ser Tyr Ala Ser Ser Ser lie Asn Pro Phe 
290 295 300 

Leu Tyr He Leu Leu Ser Gly Asn Phe Gin Lys Arg Leu Pro Gin He 

305 310 315 320 
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Gin Arg Arg Ala Thr Glu Lys Glu lie Asn Asn 
325 330 

Lys Ser His Phe 
340 

< 2 1 0 > 2 


< 21 1 > 1023 
<2 1 2> DNA 
<2 1 3> Human 
< 400 > 2 

ATGAATCCAT TTCATGCATC TTGTTGGAAC 
AATAAAGAGT TTGCTTATCA AACTGCCAGT 
ATTGGGATTA TCTGTTCAAC AGGGCTGGTT 
AGATCCAGGA AAAAAACAGT CCCTGACATC 
GTCCACATAG TTGGAATGCC TTTTCTTATT 
TTTGGGGGGC CTCTCTGCAC CATCATCACA 
AGTGCCATCA TGACTGTAAT GAGTGTGGAC 
CTGACACGTT GGAGAACAAG GTACAAGACC 
TCCTTTATCC TGGCATTGCC TGTCTGGGTC 
GTTGAGAGTT GTGCTTTTGA TTTGACATCC 
TTGACGATAA CAACTTTTTT TTTCCCTCTA 
TTATGCTATA CTTGGGAGAT GTATCAACAG 
GTACCAAAAC AGAGAGTGAT GAAGTTGACA 
ATCCTGAGTG CTGCCCCTTA TCATGTGATA 
ACACTGGCCT TCTATGTGGG TTATTACCTC 
ATTAACCCTT TTCTCTACAT CCTGCTGAGT 
CAAAGAAGAG CGACTGAGAA GGAAATCAAC 
TAG 


Met Gly Asn Thr Leu 
335 


ACCTCTGCCG AACTTTTAAA CAAATCCTGG 
GTGGTAGATA CAGTCATCCT CCCTTCCATG 
GGCAACATCC TCATTGTATT CACTATAATA 
TATATCTGCA ACCTGGCTGT GGCTGATTTG 
CACCAATGGG CCCGAGGGGG AGAGTGGGTG 
TCCCTGGATA CTTGTAACCA ATTTGCCTGT 
AGGTACTTTG CCCTCGTCCA ACCATTTCGA 
ATCCGGATCA ATTTGGGCCT TTGGGCAGCT 
TACTCGAAGG TCATCAAATT TAAAGACGGT 
CCTGACGATG TACTCTGGTA TACACTTTAT 
CCCTTGATTT TGGTGTGCTA TATTTTAATT 
AATAAGGATG CCAGATGCTG CAATCCCAGT 
AAGATGGTGC TGGTGCTGGT GGTAGTCTTT 
CAACTGGTGA ACTTACAGAT GGAACAGCCC 
TCCATCTGTC TCAGCTATGC CAGCAGCAGC 
GGAAATTTCC AGAAACGTCT GCCTCAAATC 
AATATGGGAA ACACTCTGAA ATCACACTTT 
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60 

120 

180 

240 

300 

360 

420 

480 

540 

600 

660 

720 

780 

840 

900 

960 

1020 

1023 
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<210> 3 ; 

<21 1> 24 
<212> DNA 

<213> Artificial Sequence 

< 220 > 

< 223 > 

<400> 3 

ATGAATCCAT TTCATGCATC TTGT 
<21 0> 4 
<21 1> 25 
<21 2> DNA 

<2 1 3> Artificial Sequence 

< 220 > 

<223> 

<400> 4 

CTAAAAGTGT GATTTCAGAG TGTTT 
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